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885. An Experiment in Hydrocyanic Acid Gas Fumiga- 
tion as a Control Measure against Plague (Part II) 
J. 1. Ropers. Journal of Tropical Medicine and Hygiene 
op. Med. Hyg.| 53, 175-181, Aug., 1950. 
Experiments in fumigation with “ cyanogas ” (hydro- 
cyanic acid gas) in the control of plague are described; 
they were carried out in the Keruguya district of Kenya, 
where plague occurs in both the rodent and human 
populations continuously throughout the year. So far 
as could be ascertained harbourages of Rattus rattus 
were confined almost entirely to the thatched roofs of 
living and grain huts, rat holes found in the floors being 
inhabited by field rats, although sometimes used as “* funk 
holes” by RK. rattus. Routine fumigation with cyanogas 
of all such huts in a demarcated area, when carried out 
over a 4-month period, reduced the rat population by 
one-half. ‘The flea index ( Yenopsylla brasiliensis) in the 
treated area was found to be 2-4 per rat, as compared 
with 2-9 in an untreated area, R. M. Gordon 


886. Bactericidal Efficiency of Quaternary Ammonium 
Compounds 

T. FE. Warrier, and C. W. CHAMBERS. 
Public Health Reports |Publ. Hlth Rep., Wash.| 65, 1039— 
1956, Aug. 18, 1950. I fig., 11 refs. 


A large number of commercially prepared quaternary 
ammonium compounds were examined for their bac- 
tericidal efficiency, their killing power against Bacterium 
coli being used as an index. The activity of these 
compounds is markedly affected by fats, proteins, or soaps ; 
eating utensils to be treated should therefore be clean. 

The activity of the compounds varied greatly according 
to the properties of the water treated. There was some 
correlation between hardness and reduction of bac- 
tericidal activity, but hardness was only one of the factors 
responsible. It was, moreover, not found possible to 
imitate the interference found in natural waters by 
adding chemicals to distilled water. Tests for residual 
compounds in terms of active bactericidal agent gave very 
unreliable results in natural waters. Scott Thomson 


887. Control of Dental Caries by the Addition of 
Fluorides to Public Water Supplies 
F. A. Butt. Journal of the American Dental Association 
[J. Amer. dent. Ass.| 41, 146-151, Aug., 1950. 12 refs. 
The Wisconsin Dental Societies appointed a Fluorine 
Committee in 1943 which reviewed the literature and also 
investigated caries incidence in districts in which appre- 
ciable amounts of fluoride are found naturally. This 
M—Q 2 


committee recommended that in public water supplies 
deficient in fluorides the concentration of fluoride should 
be raised to | part per million to inhibit dental decay, 
providing that such addition is under dental, medical, 
engineering, and public health control. 

* Natural fluorides in a public water supply prevent 
about two-thirds of the incidence of dental caries in those 
consuming a constant supply of the fluoridated water.” 

The fluoride ion can be added to water and the amount 
added can be controlled to one-tenth of one part per 
million. 

In the first 44 months of fluorination of the public water 
supply at Sheboygan, Wisconsin, the incidence of dental 
decay was reduced 39-6" in deciduous teeth, 24% in 
permanent teeth in the 9- to 10-year age group, and 18°, 
in the 12- to 14-year age group. A programme of dental 
health education is still needed in communities adopting 
a fluorination programme. D. Robertson- Ritchie 


888. Eye Lesions after B.C.G. Vaccination. (Qjentil- 
faelde efter calmettevaccination) 

FE. FRANDSEN. Nordisk Medicin (Nord. Med.| 44, 
1307-1309, Aug. 18, 1950. 6 refs. 

Unilateral eye lesions were found in 3 youths within 
2, 3, and 18 months of B.C.G. vaccination respectively. 
All had previously been Mantoux-negative and were 
now Mantoux-positive; in none of them had there been 
a general reaction to vaccination. The lesions were 
typical of tuberculous infection of the eye. A sub- 
cutaneous injection of 2 mg. of tuberculin given to one of 
the patients after the condition had been quiescent 
for a month produced fresh precipitates on the posterior 
surface of the cornea and a rise in temperature. 

Thorough clinical and laboratory investigations failed 
to reveal any evidence of local or general disease which 
might have accounted for the lesions. = W. G. Harding 


889. A Study of Respiratory Tuberculosis in Relation 
to Housing Conditions in Edinburgh. I. The Pre-war 
Period 

L. Svein. British Journal of Social Medicine (Brit. J. 
soc. Med.] 4, 143-169, July, 1950. 7 figs., 10 refs. 


Although many reports from Scotland in the past have 
supported the belief in a relationship between housing 
conditions and respiratory tuberculosis, in more recent 
Scottish reports this view has been challenged. In this 
paper a further attempt is made to assess the influence of 
housing conditions in general and overcrowding in 
particular on the incidence of, and mortality from, 
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respiratory tuberculosis in Edinburgh between 1930 and 
1939. 

The decline in mortality from respiratory tuberculosis 
in Great Britain as a whole was interrupted by the second 
world war, but whereas in England and Wales the 
interruption was only temporary and the rate has fallen 
again, in Scotland it has remained high, indicating the 
influence of some factor other than war. Scotland has 
its own peculiar housing conditions: in 1931, 46-°5°%, of 
all dwellings in Scotland had | or 2 rooms only, and a 
further 25°, had 3 rooms. Although the position in 
Edinburgh was better than in Scotland as a whole, in as 
many as 8 of the 23 electoral wards of the city less than 
20%, of the houses had 4 rooms or more. Moreover, 
owing to the shortage of houses, not only at present, but 
for many years past, housing conditions cannot be 
regarded as so closely related to social and economic 
status as is commonly assumed. 

In general, in an analysis of the data available for the 
various wards evidence was found of a strong correla- 
tion between housing conditions and the incidence of, 
and more particularly the mortality from, respiratory 
tuberculosis, there being a more consistent association 
of tuberculosis with overcrowding (as measured by the 
average number of persons per room) than with density 
per house (which, in Scotland, means the dwelling 
occupied by a household and is not necessarily a separate 
building). The coefficients of regression confirm these 
results. Moreover, in the densely populated wards 
mortality from tuberculosis increased more than pro- 
portionately with the increase in the number of persons 
per house, and the degree of connexion of mortality with 
crowded housing was considerably greater in the densely 
populated wards than in those less crowded. The degree 
of correlation of overcrowding with the incidence of 
non-respiratory tuberculosis was significant, though of a 
lower order, while that with mortality from other causes 
was highest in the case of epidemic diseases, variable in 
the cases of infant mortality and pneumonia, and absent 
in respect of other diseases. It might be held that any 
apparent association found between tuberculosis and 
housing conditions is actually due to other factors in the 
environment, such as the existence of contacts in the 
crowded wards, or is connected with some unknown 
cause related simultaneously both to tuberculosis and to 
housing. Against this are the facts that contacts occurred 
in every ward, and that the correlation was shown to 
exist with a variety of different indices of housing con- 
ditions. The lack of correlation between the various 
indices of housing and overcrowding and any other 
mortality in adults except that due to infectious diseases 
provides further evidence that housing itself is causally 
connected with the prevalence of tuberculosis, and that 
the high tuberculosis mortality is certainly not merely a 
reflection of a general increase in mortality. 

Caryl Thomas 


890. Immunization against Tuberculosis in Australia and 
New Guinea 

E. A. Nortu and D. Jamieson. Medical Journal of 
Australia [Med. J. Aust.] 2, 792-797, Nov. 25, 1950. 
1 fig., 17 refs. 
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891. Trends in Age Distribution of Diphtheria in the 
United States 

C. C. Dauer. Public Health Reports |Publ. Rep., 
Wash.] 65, 1209-1218, Sept. 22, 1950. 3 figs., 11 refs. 


The trend of morbidity from diphtheria per unit of 
population has been much the same since 1915 through- 
out the United States. In general, there was first an 
increased incidence between 1914 and 1924, probably. 
the result of one of the periodic increases in virulence 
which is characteristic of this disease. After the 5-year 
period 1920-24 morbidity in each age group declined 
fairly rapidly, so that at the end of 20 years the incidence 
had fallen to one-tenth of the previous figure. In recent 
years, in spite of the immunization of a relatively larger 
proportion of the child population, the decline has been 
at a slower rate. The trend of diphtheria mortality 
during the same period was similar to that of morbidity 
for the younger population, the rate having declined 
equally in all age groups under 20. In general, however, 
the decline has been less marked in those over 20 years 
of age. The case fatality rate showed marked variations 
between the various States, but again the most significant 
change in nearly all States has been a rise in fatality in 
persons of over 20 years of age. This could possibly 
be because reporting of milder cases among the older 
members of the population is less complete or because 
the disease, having become less common, is not now 
recognized until the later stages. 

The fact that a simultaneous and parallel decline in 
diphtheria morbidity and mortality for all age groups 
has taken place in individual States located in different 
sections of the country and in which the extent to which 
the population has been immunized varies markedly, 
occurring after a cyclic increase in incidence between 
1915 and 1925, suggests the operation or influence of 
other factors besides, or in addition to, artificially induced 
immunity. It is possible that natural forces such as a 
diminished infection frequency and a smaller ratio of 
cases to infections have influenced the decline of diph- 
theria morbidity. This view is supported by the fact 
that there has been an increase (? cyclic) in incidence 
during the last decade in various parts of the country 
where immunization has not been neglected. 

Caryl Thomas 


892.. Tularemia in Man from a Domestic Rural Water 
Supply 

W. L. D. C. Ercter, E. KuHns, and G. M. 
Kons. Public Health Reports [Publ. Hlth Rep., Wash.| 
65, 1219-1226, Sept. 22, 1950. 4 refs. 


Although tularaemia is mostly contracted by those who 
handle or skin diseased animals, cases of infection due to 
the consumption of contaminated water have been 
reported in the past. The authors here record the 
occurrence of 4 widely spaced cases of the disease asso- 
ciated with a polluted domestic water supply. 

In June, 1949, a woman living on a ranch in Montana 
developed a sore throat. Ulcers were present on the 
tonsils and the cervical lymph nodes were enlarged. Her 
recovery, though uneventful, was very slow. Her blood 
gave a positive agglutination reaction for Pasteurella 
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tularensis. \n August, 1949, her sister-in-law, who was a 
frequent visitor to the house, developed a sore throat and 
enlargement of the right cervical lymph nodes; her blood 
also gave positive agglutination reactions. In each case 
the portal of entry was assumed to be the throat. Neither 
of these patients had any external initial lesions and 
neither gave a history of close contact with any animal 
likely to be a source of infection. As the clinical course 
in each had been so similar, a common source of infection 
in food or in water was suspected and the water supply 
of the house was found to be polluted. This source had 
remained unchanged for 20 years. Amongst previous 
users of the water two former residents were found to 
have experienced, in 1945 and 1948 respectively, a severe 
and protracted illness of undiagnosed aetiology, with a 
persistent sore throat. Both gave positive agglutination 
reactions to P. tularensis. 

A further 4 persons who had previously lived on the 
ranch, and 30% of present residents and contacts, gave 
positive reactions (the figure for the general population 
being 4%), though none gave a history of illness. Two 
domestic animals on the ranch also had significant titres 
of agglutinins for P. tularensis in their blood. There was 
ample opportunity for contamination of the source of 
water supply either by domestic animals or by rodents. 
Contamination of natural waters in Montana with P. 
tularensis has frequently been demonstrated. In most 
instances, however, the presence of the organism in 
water has been associated with the occurrence of 
tularaemia only in beavers and muskrats inhabiting the 
streams or ponds. Caryl Thomas 


893. The Transmission of Hemolytic Streptococcal 
Infections in Infant Wards with Special Reference to 
** Skin Dispersers ”’ 
C. G. Loosut, M. H. D. Smitn, J. CLine, and L. NeELSon. 
Journal of Laboratory and Clinical Medicine {J. Lab. clin. 
Med.) 36, 342-359, Sept., 1950. 5 figs., bibliography. 
The spread of a haemolytic streptococcal infection in 
an infants’ ward was studied at the Harriet Lane Home of 
the Johns Hopkins Hospital during a trial of triethylene 
glycol vapour as a means of control of cross infections 
between November, 1945, and May, 1946. The source 
of the infection was a 6-month-old infant admitted in 
October with an infection of the skin superimposed on 
an infantile eczema. Despite the aseptic techniques 
employed, the ward environment was badly contaminated 
during this patient’s stay with a £-haemolytic strepto- 
coccus of group A, type 33, which was uncommon in 
Baltimore at this time. During this period 25 of the 
infant patients developed streptococcal infections, 
including 16 cases of nasopharyngitis, 2 of otitis media, 
6 of skin infection, and one of wound infection, while 
18 nurses, doctors, attendants, and visitors were also 
infected and one developed a typical scarlatiniform rash. 
Extensive bacteriological surveys were carried out and 
numerous types of organisms were isolated both from 
individuals and from the environment, but all active 
infections were found to be due to the same streptococcus. 
The numbers of haemolytic streptococci isolated from 
the environment varied with the condition of the baby 
who originated the outbreak. After a marked improve- 
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ment in the skin and a disappearance of haemolytic 
streptococci from the environment the child was trans- 
ferred to another ward, but a recurrence of the skin 
condition resulted in a heavy contamination of this ward. 
The pattern of contamination and the dispersion of 
streptococci were determined by counting the number of 
colonies on blood agar “ settling plates ’’ exposed on 
the bedside tables. The highest counts were found in 
the vicinity of the child with infected eczema and of the 
child who developed suppurative otitis media. No 
dust-suppressive measures were employed in this investiga- 
tion and triethylene glycol vapour failed to prevent the 
contamination of the ward. The authors conclude that 
infants and children with streptococcal skin infections 
are “dangerous dispersers’’ of these organisms and 
should be promptly isolated. They recommend that the 
employment of antibiotics, both therapeutically and 
prophylactically, should be considered for the control 
of secondary infections in hospital wards. 
W. J. Martin 


894. The Industrial Aspects of Cardiac Infarction 
G. F. Srronc. Annals of Internal Medicine [Ann. 
intern. Med.| 33, 690-699, Sept., 1950. 2 figs., 12 refs. 


An account is given of 20 patients allowed compensa- 
tion in British Columbia for cardiac infarction as an 
occupational disease. 

In the first case a 47-year-old policeman ran 24 miles 
in pursuit of a burglar, then drove a car at rapid speed 
and under considerable tension for about 5 miles, and 
finally collapsed. 

It is suggested that in industrial workers cardiac 
infarction should be compensated when it occurs after 
penetrating or non-penetrating wou.ds of the chest, 
when it occurs during shock following accidents or the 
operations necessitated by accidents, and when it follows 
burns or asphyxia, or extra physical effort resulting in 
physical strain. On the other hand, when it occurs during 
working hours without any antecedent factors it would 
hardly warrant the serious consideration of compensation 
boards. 

It is evident that if cardiac infarction is to be regarded 
as an industrial accident the time relation is of great 
importance. The cardiac symptoms should appear at 
the time of the effort and be more or less continuous until 
the diagnosis of infarction is established. Of the 20 
patients discussed, eight have died, and of the 12 sur- 
vivors, 9 have some continuing disability, 2 have returned 
to work, and one is still convalescent. The result of 
compensation is that the patients are imbued with the 
idea that their heart condition developed as a result of 
exertion and that any future activity will be harmful. 
This, coupled with the comfort of permanent disability 
allowance, means that complete recovery is almost 
unknown. 

Rehabilitation of individuals with coronary sclerosis 
is of the greatest importance; industry must be prepared 
to keep these individuals in jobs suited to their cardiac 
capabilities. On the other hand, industry must not be 
penalized if one of these succumbs to a cardiac infarction 
following a minor accident or strain insufficient to cause 
death in a healthy individual. K. M. A. Perry 
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Physiology and Biochemistry 


895 (a). Vitamin B,2: the Identification of Vitamin B,> 
as a Cyano-cobalt Coordination Complex 

N. G. Brink, F. A. KUEHL, and K. FoLKers. Science 
[Science] 112, 354, Sept. 29, 1950. 7 refs. 


On boiling vitamin B;2 with solutions of oxalic or 
hydrochloric acids, or on treatment of a solution of the 
vitamin in 0-75 N sulphuric acid with 2% potassium 
permanganate, hydrogen cyanide is liberated. The 
infra-red spectrum of the vitamin has an absorption 
band at 4-69 yu, indicative of a carbon—nitrogen triple 
bond. It is concluded that the molecule of vitamin B;2 
contains a cyano group as part of the cobalt coordination 
complex, this group being tightly bound to the cobalt 
since a dose 112,000,000 times greater than that corre- 
sponding to the U.S.P. daily dose of 1 yg. is non-toxic to 
mice. Vitamin B;2, does not display the above chemical 
properties. F. W. Chattaway 


895 Vitamin B,2: Reactions of Cyano-cobalamin 
and Related Compounds 

E. A. Kaczka, D. E. Worr, F. A. KUEHL, and F. 
FOLKerS. Science [Science] 112, 354-355, Sept. 29, 
1950. 7 refs. 


Vitamin B;2 can be prepared from vitamin Bj2¢ by the 
addition of cyanide ions to the solution, the latter 
vitamin having a hydroxo group in place of the cyano 
group of vitamin B;2. The name “ cobalamin ”’ is pro- 
posed for the vitamin-B;; molecule without its cyano 
group. Treatment of vitamin B;2 (cyano-cobalamin) 
with sulphurous acid yields sulphato-cobalamin, and 
vitamin Bj2g reacts with chloride ions to yield chloro- 
cobalamin. Microbiological assay of these compounds 
with Lactobacillus lactis by the titrimetric method shows 
them to have approximately 70% of the activity of 
vitamin B;2, and by the cup method to have the same 
activity as growth-promoting factors. 

F. W. Chattaway 


896. Regulation of Sodium Excretion in Normal and 
Salt-depleted Subjects 

D. A. K. Brack, R. PLatt, and S. W. STANBURY. 
Clinical Science [Clin. Sci.] 9, 205-221, 1950. 6 figs., 
20 refs. 


Five normal subjects were given a rice-and-fruit diet 
containing less than 0-2 g. of sodium per day. After 
5 days the excretion of sodium in the urine was less than 
40 p»Eq./min.; the excretion in the same subjects on a 
normal diet at the same time of day was over 200 wEq./min. 
When hypertonic saline (5 or 10°) was infused at rates 
up to 10 ml./min., the sodium excretion remained less 
than normal, even although such massive infusions were 
followed by a large increase in sodium load (plasma 
sodium x GFR [glomerular filtration rate]). The very 
low excretion of sodium on a salt-poor diet was mainly 
attributable to an increased tubular reabsorption of 


sodium, only a minor part being played by the diminished 
sodium load. The mean sodium reabsorption in 29 
** rice-diet *’ periods was 99-61 +-0-37°%, while on a normal 
diet (18 periods) it was 97-86+0-85°%%. The increased 
sodium reabsorption found in the rice diet subjects 
persisted after the plasma sodium and the inulin clearance 
had been raised to normal levels, or higher, by saline 
infusion. This shows that sodium excretion cannot be 
regulated solely by changes in GFR and plasma sodium. 
The delay in the readjustment to a normal or increased 
sodium load suggests that a hormonal mechanism may 
be concerned: and there might be an over-production 
of adrenal cortical hormones during salt depletion. Our 
results do not define the stimulus in response to which 
such an adjustment is made.—[Authors’ summary.] 


897. Etiology of Explosive Decompression Injury 

E. L. Corey and E. G. Lewis. American Journal of 
Physiology [Amer. J. Physiol.) 162, 452-457, Aug. 1, 
1950. 10 refs. 


The results are reported of 600 experiments on 350 rats 
in which the animals were subjected to decompression 
from normal atmospheric pressure to 21 mm. Hg in 
0-64 second. Survival was dependent on the duration 
of exposure to the reduced pressure. The incidence of 
pulmonary haemorrhage and lethal time for rats placed 
in an atmosphere of nitrogen were similar to those for 
the rats subjected to explosive decompression. Young 
rats survived explosive decompression and nitrogen 
breathing for much longer periods than adult animals. 
Injections of atropine or ‘* mecholyl”’ (methacholine 
chloride) significantly reduced mortality following 
decompression. Anaesthesia with ether, hexobarbitone, 
or thiopentone permitted all the rats tested to survive a 
period of exposure to low pressure uniformly fatal to 
control animals. Gas emboli were never observed in the 
jugular, mesenteric, renal, or femoral vessels of rats 
maintained at a pressure of 21 mm. Hg until death. 
These findings are regarded as confirming the view that 
the major aetiological factor in explosive decompression 
injury is anoxic anoxia. D. H. Sproull 


898. Effect of Repeated Exposure of Human Subjects to 
18,000 Feet without Supplemental Oxygen, to Hyper- 
ventilation, and to 35,000 Feet with 100 per cent Oxygen 
for One Hour, on Ascorbic Acid Excretion and Plasma 
Level and on Urine pH 

L. R. Krasno, J. H. Cittey, J. H. Boutwe A. C. Ivy, 
and C.J. FARMER. Journal of Aviation Medicine [J. Aviat. 
Med.] 21, 283-292 and 312, Aug., 1950. 3 figs., 11 refs. 


Eleven subjects, whose daily intake of ascorbic acid 
was 91 mg., were exposed for one hour, three times a 
week, to an altitude of 18,000 ft. (5,400 m.), without 
supplementary oxygen. The average daily urinary 
output of ascorbic acid fell over a nine-week period from 
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33-6 to 12 mg., and the average level of ascorbic acid in 
plasma from 0-73 to 0-58 mg. per 100 ml. A gradual 
depletion of ascorbic acid occurred, which is attributed 
to increase in utilization. Seven subjects with a daily 
intake of 141 mg. of ascorbic acid were similarly exposed 
to an altitude of 35,000 ft. with supplementary oxygen; 
the average daily output of ascorbic acid increased over a 
44-week period by 32%. It is emphasized that this group 
of subjects not only had a higher intake of ascorbic acid, 
but also were exposed over a shorter period to less anoxia. 
Voluntary hyperventilation at ground level was found to 
cause a retention of ascorbic acid during the period of 
hyperventilation, but plasma levels were not significantly 
affected. These results are regarded as compatible with 
those of previous observations on guinea-pigs, in which 
alkalosis or a single exposure to anoxia increased the 
ascorbic acid content of tissue, this content being, 
however, lowered by repeated exposure to anoxia. On 
the basis of these findings it is suggested that the diet of 
persons repeatedly exposed to hypoxia should include 
liberal quantities of fruit. D..H. Sproull 


899. The Total Lung Volume and its Subdivisions. A 
Study in Physiological Norms. III. Correlation with 
other Anthropometric Data 

A. G. W. WHITFIELD, J. A. H. WATERHOUSE, and W. M. 
Arnott. British Journal of Social Medicine [Brit. J. 
soc. Med.} 4, 113-136, July, 1950. 10 figs., 22 refs. 


900. Electrocardiography and Cardiac Physiology 
J. S. Ross. Journal of Applied Physiology [J. appl. 
Physiol.] 3,.1-11, July, 1950. 5 figs., 10 refs. 


Standard electrocardiographic leads and unipolar 
leads were recorded in normal men and in dogs, certain 
variations being made in normal electrocardiographic 
procedure: (1) The connexions to the galvanometers 
were kept constant, whatever lead was being recorded. 
(2) In recording augmented unipolar leads, one set of 
electrodes was applied to the extremities nearer the elbow 
or knee than is usual, and a second set near the wrists and 
left ankle; these distal electrodes were connected through 
a resistance of 100,000 ohms to a Wilson central terminal, 
Amplitude was gained by increasing the degree of ampli- 
fication rather than by removing one electrode contact. 
Intracavitary potentials were recorded in dogs. 

With this technique it was found, when multiple 
leads (60 or more) were taken from the thorax, that a 
line could be drawn round the thorax; from points 
cephalad to this the records had an initial upstroke, 
while those from points caudad had an initial downstroke. 
The amplitude of these initial waves was shown to change 
in an orderly manner, the greatest positivity being 
cephalad and to the right and the greatest negativity 
caudad and to the left. When the galvanometer con- 
nexions were kept constant aVr was not the reverse of 
lead I, and aVF leads from the lower part of the thorax 
had identical polarity. In view of these observations it is 
suggested that the currently held theory that only 
depolarization of surface muscle is. recorded in the 
electrocardiogram must be discarded, or alternatively it 
must be accepted that deep potentials are recorded. It is 


claimed that the findings recorded can be explained 
adequately as due to depolarization waves, transmitted 
along muscle strands and parallel to the direction of the 
fibres, which are approaching the electrode in one case 
and receding from it in the other, ‘thus producing a 
positive and a negative deflection respectively. ; 
[This closely reasoned paper should be read in its 
entirety. Provocative rather than convincing, it yet 
presents data which are not easily reconciled with 
current orthodox views. ] William A. R. Thomson 


901. Pressure Gradients in the Atria and Pulmonary 
Veins in Man 

G. G. Nanas, E. H. MorGaAn, and H. B. BURCHELL. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.| 74, 737-741, Aug., 
1950. 2 figs., 10 refs. 


The pressure gradients in the auricles and pulmonary 
Veins were determined in 4 patients during cardiac 
catheterization. Two had an anomalous pulmonary 
vein, draining into the superior vena cava and the right 
auricle respectively; in one there was an interauricular 
septal defect with a large left-to-right shunt; and in the 
fourth there was a patent foramen ovale, without 
demonstrable shunt. The readings showed the existence 
of a pressure gradient between the pulmonary vein and 
the right auricle varying from 3-0 to 5-8 mm. Hg, with 
the average value of 4-2 mm. These findings are in 
agreement with previously published results of similar 
investigations in men and in dogs. It is suggested by 
the authors that this pressure gradient arises from the 
right ventricular pressure, which is transmitted to the 
pulmonary veins through the pulmonary circulation and 
is thus an important factor in the left-to-right shunt | 
observed at rest during quiet breathing in uncomplicated 
cases of atrial septal defect. A. I. Suchett-Kaye 
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902. Iron Metabolism. Hematopoiesis following Phle- 
botomy. Iron as a Limiting Factor 

S. Fincu, D. Haskins, and C. A. FincH. Journal of 
Clinical Investigation [J. clin. Invest.] 29, 1078-1086, 
Aug., 1950. 5 figs., 21 refs. 


903. The Rh E Antigen. (L’antigéne Rh E¥) 
R. CepPELLINI. Revue d’Hématologie [Rev. Hémat.] 5, 
285-293, 1950. 3 figs., 10 refs. 


The author reports the identification, in Milan, of a 
rare Rh agglutinogen, E“, which is considered to be due 
to a third allelomorph at the locus E-e. In the course 
of routine genotyping, the author discovered a subject 
whose erythrocytes reacted very variably with different 
anti-E sera. A 2% saline suspension of erythrocytes 
from each member of the subject’s family was tested 
against anti-C, anti-D, anti-c, anti-e, and 9 different 
anti-E sera. The erythrocytes of 7 members of the 
family, including the original subject, reacted strongly 
with 2 of the anti-E sera, weakly with 6 others, and not 
at all with one. The gene E“ was found in the chromo- 
some combination cDE*“. Since E erythrocytes are 
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agglutinated at a higher titre than the E# erythrocytes, 
it was not possible to prepare a pure anti-E¥ serum by 
absorption or dilution techniques. Harold Caplan 


904. The D# Factor. (Le facteur D¥) 
K. Epon. Revue d’Hématologie [Rev. Hémat.] 5, 
294-304, 1950. 26 refs. 


The author, working in Copenhagen, carried out the 
following series of titrations: (1) of anti-D serum against 
Cde/cde, Cde/Cde, cdE/cde erythrocytes and the corre- 
sponding D“ forms; (2) of supposed anti-d serum against 
the erythrocytes of parents of Cde/cde persons and against 
Cde/Cde erythrocytes; and (3) of anti-D serum against 
the cells of parents of D¥ persons. 

From series (1) he found that all the apparently Cde 
chromosomes contained D“, and from series (2) that 
none of the apparently Cde or cdE chromosomes con- 
tained d, while from the third series he found that the D¥ 
of the genotype CD“/CDE was not always masked by 
the D, but on the contrary, the D¥ partially masked the 
D. On the other hand the D# in the phenotypes 
CD“E/cDE and CDe/cD“E is probably masked by D. 

The author discusses the possibility that D¥ is actually 
D plus a modifying gene which could be specific for CDe 
or cDE, this gene being sometimes inherited separately 
from, but usually together with, the Rh genes. 

Harold Caplan 


905. A New Case of Ante-Fy? in Human Serum. (Un 
nouveau cas d’anti-Fy? dans un sérum humain) 

R. E. ROSENFIELD, P. VoGEL, and R. R. RAce. Revue 
d’ Hématologie [Rev. Hémat.] 5, 315-317, 1950. 6 refs. 


A new case in which antibodies to the Duffy blood 
group were present is reported. The subject, a man of 
64 with benign hypertrophy of the prostate, had a slight 
reaction to his first blood transfusion. His serum before 
transfusion reacted weakly to the indirect antiglobulin 
test with 7 out of 10 specimens of blood chosen at 
random; 4 days after the transfusion it reacted very 
strongly with the same 7 specimens. On the fifth day 
after transfusion the patient was given a stimulant 
injection of 1 ml. of incompatible blood. Serum 
obtained 6 hours later had an antiglobulin titre of 
1in42. As in the previous cases the presence of anti-Fy¢ 
was shown only by means of the indirect antiglobulin 
test. 

Parallel tests were carried out on 50 samples of blood 
with the new serum (Rom.) and the 3 other anti-Fy¢ 
sera (Duffy, Pluym, and And.) with identical results, 
giving no indication of the presence of sub-groups in the 
Duffy system. Harold Caplan 


906. The Influence of ACTH and Cortisone on Certain 
Factors of Blood Coagulation 

R. W. SmitH, R. R. MaArGutis, M. J. BRENNAN, and 
R.W. Monto. Science [Science] 112, 295-297, Sept. 15, 
1950. 4 figs., 13 refs. 


Observations were made on 20 patients receiving 
adrenocorticotrophin (ACTH) and 6 receiving cortisone 
for the experimental treatment of various collagen and 
ocular disorders, on 3 normal subjects receiving ACTH, 
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and on 3 patients with Addison’s disease, 1 with hypo- 
pituitarism, and 1 with “ fatigue and diarrhoea”. ~ 
The effects of ACTH and cortisone on blood-coagula- 
tion factors were inconstant. In the 3 normal subjects 
a single intramuscular injection of 20 mg. ACTH pro- 
duced in 4 hours a significant increase in clotting time 
with a parallel increase in amount of circulating heparin 
or heparin-like substances (as measured by protamine 
titration). In one case 20 mg. ACTH was given 4-hourly; 
the clotting time and protamine titre returned to the 
control levels by the 20th hour. Somewhat similar 
findings were obtained in the case of the other 20 patients 
receiving ACTH continuously. Typically, there was an 
initial transient increase in clotting time and protamine 
titre; this was followed by lowering of the clotting time 
and its return to control level when ACTH was with- 
drawn, but a varying ihcrease in protamine titre con- 
tinued throughout. After the first 24 hours there was an 
over-all decrease in clotting time in 12 cases out of 19, 
an increase in 1, and no significant change in 6. During 
the administration of ACTH, 5 out of 17 patients had 
raised protamine titres and 2 lowered titres. Several 
had high initial titres and low eosinophil counts (suggest- 
ing pre-existing stress) and in these cases ACTH pro- 
duced no significant change. In 6 patients there was an 
initial increase in plasma-diluted prothrombin time, 
which was in each case brought to normal during 
administration of ACTH or cortisone. In one patient 
with a raised clotting time and prothrombin time, both 


factors were much reduced by ACTH. 


In the group of cases of adrenal insufficiency the 
clotting time and protamine titre were raised in all cases 
and the prothrombin time was raised in one case. 

In general, the changes in coagulation factors appeared 
to depend both upon the initial level of adrenal cortical 
activity and upon the initial integrity of the clotting 
mechanism itself. Robert de Mowbray 


907. Studies in Iron Metabolism. I. Renal Excretion of 
Iron under Physiological Conditions. (Untersuchungen 
iiber den Eisenstoffwechsel. I. Die renale Eisenaus- 
scheidung unter physiologischen Verhaltnissen) 

A. Morczek. Deutsche Zeitschrift fiir Verdauungs-und 
Stoffwechselkrankheiten {Dtsch. Z. Verdau. -u. Stoff- 
wechsKr.] 10, 148-154, 1950. 8 figs., 16 refs. 

Five methods of estimating the urinary excretion of 
iron were used on normal persons. These were a colori- 
metric thiocyanate method, which was not very accurate, 
the potassium ferrocyanide method, the dry ashing method 
with estimation by o-phenanthroline, and the quartz 
spectrographic method. The results agreed well. 

In the ashing methods a technical difficulty is the 
inhibition of colour formation by urinary salts; the salts 
from 20 ml. of urine could prevent the colour reaction 
developing when iron concentration was 134 pg. per 
100 ml. This may explain why some authors find no 
evidence of iron excretion in the urine of normal persons. 

The amount of iron excreted daily in the urine was 
found to be 0-29 to 1-1 mg. This could be increased by 
giving iron by mouth. After splenectomy iron excretion 
was greater and fluctuated more widely. 

H. K. Goadby 
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908. Excretion and Intake of B Vitamins in Newborn 
Infants 
R. F. A. DEAN and W. I. M. HoLmMan. Archives of 


- Disease in Childhood {Arch. Dis. Childh.] 25, 292-296, 


Sept., 1950. 21 refs. 


The ‘excretion and intake of aneurin, riboflavin, 
nicotinic acid and its derivatives have been studied in 
newborn infants. After preliminary studies of urinary 
excretion balance experiments were conducted on 2 
infants. 

The aneurin and riboflavin balances were probably 
negative for about 4 days, and then became positive. 
The nicotinic acid balance remained negative until the 
end of the first week, largely because of the extremely 
high excretion of N-methylnicotinamide. This high 
excretion may be due to the fact that infants, unlike 
adults, appear to produce in their urine much less 
N-methyl-2-pyridone-5-carboxylamide than N-methyl- 
nicotinamide. No clear evidence of bacterial synthesis 
of B vitamins was obtained.—[Authors’ summary.] 


909. A Survey of Nutritional Status among School 
Children and their Response to Nutrient Therapy 

J. H. Browe and H. B. Pierce. Milbank Memorial Fund 
Quarterly [Milbank mem. Fd Quart.| 28, 223-237, July, 
1950. 18 figs., 5 refs. 


There has been considerable criticism of the work of 
Kruse who, in 1941 and 1942, claimed that deficiencies of 
vitamin A, vitamin C, and nicotinic acid could be 
detected by biomicroscopical examination of the con- 
junctiva, gums, and tongue respectively. The present 
authors describe the results of giving supplements of the 
appropriate vitamins for 1 to 2 years to 26 children with 
conjunctival changes (vitamin-A deficiency), 21 children 
with gingival changes (vitamin-C deficiency), and 19 
children with lingual changes (nicotinic acid deficiency). 
Photographs were taken at intervals of these subjects 
and of control children and each was assessed by the 
authors without their knowing whether the child was or 
was not receiving therapy. The number of treated 
children showing obvious improvement was 11 out of 
the 24 given vitamin A, 7 of the 21 given vitamin C, and 
13 of the 19 given nicotinic acid. Few of the controls 
improved and the differences between treated and 
untreated groups were statistically significant. These 
results are thought to confirm Kruse’s claims and to 
show that the changes in the tissues are reversible with 
specific therapy. J. Yudkin 


910. Common Nutritional Errors 
W. J. E. Jessop. Journal of the Medical Association of 
Eire [J. med. Ass. Eire] 27, 35-41, Sept., 1950. 9 refs. 


The author emphasizes the importance of combined 
clinical and dietary investigations in studying the pre- 
valence of dietary deficiencies in samples of a population, 
and gives two illustrative examples drawn from the 
results of the National Nutrition Survey in Ireland. The 
first relates to the incidence of rickets in Dublin, which 


was 173 per 1,000 children in 1943, and appeared to have 
risen since the extraction of flour had been increased 
from 70 to 100%. A dietary survey showed also that the 
incidence of rickets was highest in those children whose 
intake of milk and vitamin D was lowest. The reduction 
of the extraction rate (and hence the phytate content) of 
flour was followed by a marked fall in the incidence of 
rickets and the addition of calcium phosphate to flour 
resulted in its further reduction to 70 per 1,000 in 1948. 
The second example refers to a survey of haemoglobin 
values and plasma protein content in adults. The 
incidence of anaemia and of low plasma protein values 
seemed surprisingly small until the clinical findings were 
corroborated by the results of the dietary survey, which 
showed that the intake of iron and of protein was adequate 
in all the groups studied. J. Yudkin 


911. The Appearance of Vitamin B,, Activity in Urine 
after Oral and Intramuscular Administration to Man_ 

B. F. Cuow, C. A. LANG, R. Davis, C. L. CoNLey, and 
C. E. Erticotr. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.| 57, 156-163, Aug., 1950. 
8 refs. 


The only measure of the absorption of vitamin By,» 
by patients with pernicious anaemia so far employed has 
been the haematological response. In the experiments 
here reported the authors made an attempt to use the 
vitamin-B,, activity of the urine, estimated by micro- 
biological assay, as a means of measurement of absorption. 
Crystalline vitamin B,, was given intramuscularly and 
by mouth to normal subjects and to untreated patients 
suffering from pernicious anaemia. Urine specimens 
were collected for one day before, and for 2 days after, 
the dose and their vitamin-B,, activity assayed. In 
some of these and in subsequent experiments 10 yg. of 
biotin was given at the same time, because this vitamin 
is known to appear quantitatively in both urine and 
stool specimens and its addition thus served as a check 
on the adequacy of collection. 

Up to about 50% of vitamin B,>. could be detected in 
the urine 12 hours after parenteral administration of 
100 yg., there having been no appreciable vitamin-B,. 
activity detectable in the urine previously. When 
doses of 100 yg. or 500 wg. of vitamin B,, were given 
orally, no vitamin-B,,. activity could be detected in the 
urine either of normal subjects or of those with per- 
nicious anaemia during the next 72 hours. Addition 
of 400 g. of beef, chicken, or pork to the diet of 3 normal 
subjects for 4 days did not lead to the appearance of any 
appreciable vitamin-B,, activity in the urine. It had 
been anticipated by the authors that in normal subjects 
at least some vitamin-B,,. activity would be detectable in 
the urine after peroral administration of large doses of 
the vitamin, but that patients with pernicious anaemia 
would not absorb it. These experiments indicate, how- 
ever, that vitamin B,. may be absorbed poorly or not at 
all even by normal individuals. 

[Some haematopoietic response has been claimed after 
peroral ingestion of the vitamin if given in very large 
doses. It has also been shown that administration by 
mouth of only 5 to 10 yg. of vitamin B,, together with 
100 to 150 ml. of normal gastric juice, or with extract of 
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hog’s stomach or duodenum, seems to produce a 
haematopoietic response in patients with pernicious 
anaemia which is comparable to that obtained by 
parenteral administration of a similarly small dose of the 
vitamin. The intrinsic factor may thus protect the 
vitamin from destruction by the gastro-intestinal secre- 
tions or the micro-organisms of the upper small intestine 
or, on the other hand, facilitate its passage through the 
intestinal wall.] Z. A. Leitner 


912. Carbohydrate Metabolism. I. The Role of Insulin 
and the Liver in the Double Glucose Tolerarice Test. 
(Zum Kohlenhydratstoffwechsel. I. Die Rolle von 
Insulin und Leber bei der Glukosedoppelbelastung) 

A. PLETSCHER, H. Staus, W. HUNZINGER, and W. Hess, 
Helvetica Physiologica et Pharmacologica Acta (Helv. 
physiol. pharmacol. Acta] 8, 306-316, 1950. 7 figs., 
11 refs. 


913. Some Problems of Potassium Metabolism 

J. M. Wetver and I. M. Taytor. Annals of Internal 
Medicine {Ann. intern. Med.| 33, 607-612, Sept., 1950. 
1 fig., 22 refs. 


A theory of potassium metabolism is put forward, 
based on the following considerations and assumptions: 
(1) Potassium moves all the time between the cells and 
the extracellular fluid. (2) Glucose is necessary for the 
cellular metabolism of potassium. (3) Potassium may 
be necessary for the cellular metabolism of glucose. 
(4) Acetylcholine increases the permeability of cells to 
ions, and may therefore aid the cellular metabolism of 
potassium. (5) Potassium may enhance the formation 
and breakdown of acetylcholine. The possible relation 
between these processes is expressed by the authors in 
the schema below, in which glucose is the only substance 
which must be constantly supplied. 


HIGH ENERGY ACETATE 
PHOSPHATE + 
CHOLINE 
ACETYLCHOLIN 
PHOSPHORYLATED 
CARBOHYORATE ACETYLPHOSPHATE CHOLINE 
INTERMEDIATES ESTERASE 
CYCLE CYCLE / 
INORGANIC 
PHOSPHATE CHOLINE ACETYLCHOLINE 
CHOLIN 
ACETYLASE 


GLUCOSE 


It is concluded from this schema that disturbances of 
potassium metabolism may be caused by a breakdown of 
either the glucose metabolism or the acetylcholine cycle. 
This may be responsible for the low potassium level in 
the cells often found in untreated diabetes, and for the 
low serum potassium levels often seen after injections of 
insulin or adrenaline. Another application of this 
schema was sought in periodic familial paralysis, in which 
attacks of paralysis are associated with low potassium 
levels in serum and can be brought about by giving insulin 
and adrenaline. It is possible that myasthenia gravis 
may be associated with a disturbance of potassium meta- 


bolism resulting from a lack of acetylcholine. [Only 
the American literature on this subject is quoted.] 
E. M. Glaser 
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914. Adrenaline and Noradrenaline in the Suprarenal 
Medulla after Insulin 

J. H. Burn, D. E. HUTCHEON, and R. H. O. Parker. 
British Journal of Pharmacology and Chemotherapy 
(Brit. J. Pharmacol.] 5, 417-423, Sept., 1950. 3 figs. 


This investigation was undertaken in the Department 
of Pharmacology of the University of Oxford in order to 
study changes in the proportion of adrenaline to nor- 
adrenaline in the suprarenal medulla after the depletion 
of its store of these substances as a result of the injection 
of insulin. If noradrenaline is the precursor of adren- 
aline, then as the gland replenished its store noradrenaline 
would be expected to accumulate at a greater rate than 
that at which it couid be methylated to form adrenaline. 

Groups of 5 to 11 Wistar rats (mostly female) 100 to 
150 g. in weight, after an overnight fast, were given a 
subcutaneous injection of 0-2 unit of insulin per 100 g. 
body weight. This was sometimes sufficient to produce 
Severe symptoms of hypoglycaemia, in which case in- 
jections of glucose were given, not only to the affected 
rats, but to all the rats in the group. After a given time 
the rats were killed by a blow on the head and bled out 
by cutting the throat. The adrenals of one group were 
weighed and ground with sand in a mortar with 6 ml. of 
0-1 N hydrochloric acid. The contents of the mortar 
were placed in a centrifuge tube and the pH adjusted to 
6 by the addition of 1-0 N sodium hydroxide. After 
centrifuging, the clear supernatant was transferred to 
another centrifuge tube and brought to pH 4 by the addi- 
tion of 1-0 N hydrochloric acid. The extract was then 
kept in the cold until used. Extracts of the adrenals of 
control rats which had not received insulin were prepared 
in the same way. The proportion of adrenaline to 
noradrenaline was determined by a method previously 
described by the authors (Brit. J. Pharmacol., 1950, 5, 
142), which is based on the difference in effect of the 
two substances on the nictitating membrane and on 
blood pressure in the spinal cat. 

It was found that when a sufficient dose of insulin 
was given the total pressor activity of the adrenal 
gland diminished, the fall being evident after 2 hours 
and maximal at 8 hours, the total amount of active 
material in the gland then beginning to increase. At the 
same time there was a fall in the proportion of adrenaline 
present which did not parallel the fall in total activity, 
being first seen after 6 hours and being still evident 
after 8 and 12 hours. This the authors consider to be 
due to the supply of noradrenaline being restored more 
rapidly than it can be methylated to form adrenaline. 
They conclude that the results of these experiments, 
together with their previous experimental findings (which 
are briefly reviewed here), indicate that noradrenaline is 
a precursor of adrenaline in the adrenal medulla. 

[This paper should be read in conjunction with the 
previous paper referred to above.| N R W Taylor 
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915. Adrenal Cortex and Lipid Metabolism: Effects of 
Cortisone and Adrenocorticotropin (ACTH) on Serum 
Lipids in Man 

D. ADLERSBERG, L. E. SCHAEFER, and R. Daitcu. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 74, 877-879, 
Sept.. 1950. 6 refs. 


The serum total cholesterol, phospholipid, and neutral 
fat content was determined in a series of patients suffering 
from a variety of diseases and treated with cortisone or 
adrenocorticotrophin (ACTH). The 15 patients who 
received cortisone showed an average increase of 15% 
in the serum total cholesterol level and 26% in that of 
phospholipids (t=0-032) and an average fall of 51% in 
neutral fats (t=0-005). None Of the changes which 
occurred in the 12 patients treated with ACTH was 
statistically significant. A. C. Crooke 


916. Mechanisms of Desoxycorticosterone Action: 
Effects of the Water-soluble Glycoside on Human Cir- 
culatory and Renal Functions 

D. M. Green, A. D. JOHNSON, W. E. BribdGes, J. H. 
LEHMANN, and F. Gray. Endocrinology [Endocrinology] 
47, 102-107, Aug., 1950. 4 figs., 15 refs. 


In experiments performed at the University of Washing- 
ton School of Medicine, Seattle, Washington, the glyco- 
side of deoxycortone acetate (DCA) was injected intra- 
venously in aqueous solution at the rate of 20 mg. per 
sq. m. body surface per hour into 13 human subjects from 
whom food and fluid had been withheld for 12 hours. 
Of the patients studied 6 were suffering from hyper- 
tensive heart disease, 3 from diabetes, 1 from idiopathic 
lymphoedema, | from hyperthyroidism, 1 from postural 
hypotension, and | from early nephritis. None of them 
was suffering from congestive failure. Circulatory and 
renal function was studied over 20-minute clearance 
periods before and after starting the injection. 

During the first 20 minutes after the injection water 
excretion increased to 53% above the control level; this 
was accompanied by a rise in glomerular filtration rate 
(G.F.R.) measured by the mannitol technique, increase 
in sodium output, a slight fall in cardiac output as 
measured by the direct Fick method, and an average 
increase of 20°, in peripheral resistance. By the third 
20-minute test period water excretion had declined to 
three-quarters of its maximum level, though still well 
above the control level, while G.F.R. had fallen to 
approximately the control level, indicating a diminution 
of tubular reabsorption, and cardiac output and peri- 
pheral resistance had reverted towards control levels. 
Their direct relationship with changes in peripheral 
resistance suggested that the changes in G.F.R. might be 
due to altered efferent arteriolar resistance. The initial 
rise in sodium excretion was opposed by a relative 
increase in tubular reabsorption of sodium, manifested 
early by a fall in urinary sodium concentration and 
later by a reduction of total sodium excretion to below 
control levels. No significant changes in systemic blood 
pressure were observed. 

These findings conform with the previously described 
effect of DCA in increasing the immediate, diuretic 


response to increased intake of water and in causing 
water retention on prolonged administration; and con- 
versely with the inability of patients with Addison’s 
disease to eliminate a water load, in spite of excessive 
chronic water output. Robert de Mowbray 


917. Direct Action of Male Sex Hormone on the Adrenal 
Cortex 

L. A. Zizine, M. E. Simpson, and H. M. Evans. Endo- 
crinology [Endocrinology] 47, 97-101, Aug., 1950. 
2 figs., 17 refs. 


In order to study the effect of sex hormones on the 
adrenal cortex, 3 groups of experiments were performed 
by the authors at the Institute of Experimental Biology, 
University of California. In the first group female rats 
were hypophysectomized at 25 to 28 days of life, and 14 
days later were given subcutaneous injections of 2:5 mg. 
of testosterone propionate daily for 10 days. A slight 
degree of repair of adrenal cortical tissue was effected 
by the androgen administration, as measured by restora- 
tion of the lipid pattern, but there was no increase in size 
of the cortex. The average thymic weight was signi- 
ficantly reduced (72 mg. in the injected animals and 
115 mg. in the hypophysectomized controls). In the 
second series of experiments male rats were hypo- 
physectomized at 40 to 42 days of age and were treated 
with the same dose of testosterone propionate for 15 days 
from the day of operation. The lipid pattern and the 
adrenal weight were maintained in the injected animals 
(19-6 mg. in the injected animals and 8-8 mg. in the 
controls), whereas the thymus was greatly reduced in 
weight in the injected animals, averaging 89 mg. as com- 
pared with 188 mg. in the controls. Finally male rats 
were gonadectomized at 26 days and hypophysectomized 
10 days later; 2-5 mg. of testosterone propionate was 
given from the day of hypophysectomy. The average 
adrenal weight was 16 mg. in the injected animals, as 
against 10 mg. in the hypophysectomized controls, the 
cortex was wider, cell size was increased, and practically 
normal lipid distribution was maintained. The thymic 
weight was 71 mg. in the injected animals and 212 mg. 
in the hypophysectomized controls. 

The results of these experiments are held to indicate 
an effect of testosterone propionate upon the adrenal 
cortex which is not ae by the pituitary or by the 
gonads. Robert de Mowbray 


918. Mechanism of Control of Adrenocorticotrophic 
Hormone 

W. V. McDermott, E. G. Fry, J. R. BRoBeck, and 
C. N. H. LonG. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.) 23, 52-66, Sept., 1950. 11 figs., 
22 refs. 


It has been suggested that the output of adrenocortico- 
trophin (ACTH) by the pituitary is determined by the 
level of circulating adrenal cortical hormones in much 
the same manner as that of follicle-stimulating hormone 
is determined by the amount of circulating oestrogens. 
In order to investigate the mechanism of control the 
authors have compared the adrenal cortical function of 
normal animals with that of those unable to secrete 
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adrenaline in response to the appropriate stimuli as a 
result of: (1) demedullation of the adrenal glands; 
(2) transection of the spinal cord; or (3) electrolytic 
injury of the diencephalon. The experiments were per- 
formed on albino rats and variation in the eosinophil 
count in the peripheral blood was used as the index of 
adrenal cortical secretion. There is good correlation 
between eosinopenic response and fall in ascorbic-acid 
content of the adrenal tissue. The initial rise in eosino- 
phils after administration of adrenaline is due to con- 
traction of the spleen and can be abolished by 
splenectomy. 

The immediate fall in eosinophil count (after one hour) 
in spinal, adrenal-demedullated, and diencephalic rats 
subjected to stress such as cold or pain was very small 
compared with that of normal rats. Severe stress, how- 
ever, caused a marked response after a longer period 
(4 hours) in all animals in spite of the absence of endo- 
genous adrenaline, indicating that there are other factors 
concerned in the control of ACTH secretion. The 
authors suggest that there is a dual mechanism—an 
autonomic, which depends upon the activation of the 
sympathetic nervous~ system, and a metabolic, which 
depends upon the rate of utilization of cortical hormone. 
[This concept is clearly represented diagrammatically in 
the text.] 

An eosinopenic response to endogenous and exogenous 
adrenaline occurred in hypophysectomized rats in which 
anterior pituitary tissue had been transplanted into the 
anterior chamber of the eye. Hence adrenaline must act 
directly upon the cells of the anterior hypophysis. 

Nancy Gough 
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919. Renal Clearance of Sodium in the Dog: Effect of 
Increasing Sodium Load on Reabsorptive Mechanism 

E. E. Se_kurt and R. S. Post. American Journal of 
Physiology {Amer. J. Physiol.) 162, 639-648, Sept., 1950. 
5 figs., 12 refs. 


When hypertonic sodium chloride solution is ad- 
ministered to dogs, the kidney shows a marked ability 
to excrete the excess of sodium. Conversely when the 
sodium load on the kidney is reduced, significant sodium 
retention occurs. This paper records an attempt to 
investigate this dependence of the sodium reabsorptive 
mechanism on the load delivered by glomerular filtration. 

Dogs were anaesthetized, and after control periods 5°, 
sodium chloride was given intravenously. The rate of 
infusion averaged 0-8 ml. per kg. per minute. The 
total volume was 43-0 ml. per kg. The time of infusion 
averaged 47 minutes. This produced in all cases a rising 
concentration of sodium in the plasma, which continued 
to increase for about 8 minutes after cessation of infusion 
and then gradually fell, but in no case returned to the 
control value during the time observed. Urine was 
collected, in periods averaging 9 minutes in duration, 
during the phase of rising load. 

During the peak effect of the infusion the haematocrit 
value fell as a result of haemodilution, but later rose 
again. The rapid infusion of 5% sodium chloride was 


associated with a tendency for a mild degree of acidosis 
to develop. There was a rise of filtration rate coinciding 
with the development of haemodilution caused by in- 
fusion of hypertonic saline and probably the result of 
an increase in circulating plasma volume, dilution of 
plasma protein, and a reduction of osmotic pressure and, 
to some degree, elevation of arterial pressure. -In all 
cases, as the load upon the tubular reabsorptive mech- 
anism was increased, limitation of reabsorptive ability 
became apparent, accompanied by marked increase of 
urinary excretion of sodium. There was a tendency for 
tubular reabsorption of sodium to be depressed during 
the phase of decreasing load. This may be the result 
of alteration of balance of the hormones which influence 
tubular sodium reabsorption, and be brought on by the 
rise in plasma sodium level. 

When reabsorption is expressed in terms of a constant 
volume of glomerular filtrate as related to increasing 
plasma concentration of sodium, the amount reabsorbed 
in the majority of cases is apparently decreased with 
increasing sodium level. The effect is attributed to the 
circumstance that when an individual nephron reabsorbs 
a constant amount, increase in filtration rate in that 
nephron causes the ratio of amount reabsorbed (a con- 
stant) to filtration rate (increased) to decrease. The 
conclusion is reached, from data in which reabsorption 
is expressed in terms of 100 ml. of glomerular filtrate, 
that the kinetics of sodium transfer, presumably 
hormonally-regulated, are not immediately altered by 
sudden changes in sodium plasma concentration. A 
constant amount still continues to be reabsorbed, so that 
any excess is immediately excreted. J. V. Wilson 


920. Effects of Sustained Elevation of Renal Venous 
Pressure on Sodium Excretion in Unanesthetized Dog 

W. Hwana, L. C. AKMAN, A. J. MILLER, E. N. SILER, 
J. STAMLER, and L. N. Katz. American Journal of 
Physiology [Amer. J. Physiol.] 162, 649-654, Sept., 
1950. 16 refs. 

Oedema is generally considered to be due to increased 
venous pressure in congestive heart failure, and to be of 
extrarenal origin. Recent work, however, has suggested 
that decreased glomerular filtration rate secondary to 
inadequate cardiac output may cause oedema by reten- 
tion of salt and water. The authors, at the Michael 
Reese Hospital, Chicago, have studied renal clearance in 
5 dogs. Diuresis was induced in half of the experiments 
by intravenous infusion of 2-5°{ mannitol solution and 
in the other half by 1-5°4 sodium chloride solution. 
Renal handling of sodium was thus studied with and 
without an intravenous sodium load. Simultaneous 
determinations were made of glomerular filtration rate 
and effective renal blood flow. Sodium in plasma and 
urine was also determined quantitatively. 

Control studies consisted of at least four renal clearance 
tests on different days; two of these were made with 
an intravenous sodium load and the other two with 
mannitol diuresis. After control studies, sustained 
bilateral elevation of renal venous pressure was obtained 
by partial ligation of the inferior vena cava just cephalad 
to the renal reins. The degree of venous pressure was 
measured in the inferior vena cava distal to the ligature. 
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This constriction, with consequent elevation of renal 
yenous pressure, resulted in an initial proportional 
reduction of the renal blood flow and glomerular filtra- 
tion rate and a reduction in sodium excretion. One week 
later these measurements all returned to normal, though 
the elevation of renal pressure persisted. It would 
appear that a chronic sustained elevation of renal venous 
pressure is not responsible for renal retention of sodium 
in congestive heart failure, though an acute increase in 
renal venous pressure, for example, during exercise may 
play a significant part in altering renal haemodynamics 
and Jowering sodium excretion. J. V. Wilson 


921. Renal Excretion of Sodium and Potassium in the © 


Dog 

D. BALDwin, E. M. KAHANA, and R. W. CLARKE. 
American Journal of Physiology {Amer. J. Physiol.] 162, 
655-664, Sept., 1950. 4 figs., 11 refs. 


In 28 experiments on renal excretion of sodium and 
potassium in 6 trained, non-anaesthetized dogs glomerular 
filtration rates were determined by clearance of inulin 
and/or exogenous creatinine. 

(1) The infusion of 10% sodium chloride caused a 
large increase in glomerular filtration rate, an increase 
in the filtration, reabsorption, and excretion of sodium, 
and a marked fall in the percentage of filtered sodium 
reabsorbed, the last running approximately parallel to 
the rise in serum sodium level. The potassium level in 
serum fell during the infusion, but the increase in filtra- 
tion rate more than compensated for this, a greater 
filtration of potassium than normal being produced. 
This was accompanied by a fall in the percentage of 
filtered potassium reabsorbed, the fall being always 
greater than the corresponding fall in the percentage of 
filtered sodium reabsorbed. The excretion of potassium 
was therefore increased. This fall in the percentage of 
filtered potassium reabsorbed was greater than could be 
accounted for by the rise in potassium filtration alone. 
_(2) The infusion of 1:2% potassium chloride caused 
little change in glomerular filtration rates. Despite a 
rise in the serum potassium level, the serum sodium level 
was unchanged. There was a large decrease in the 
percentage of filtered potassium reabsorbed; this fall 
was parallel not to the rise in serum potassium level, but 
rather to the increase in amount of potassium filtered. 
The percentage of filtered sodium reabsorbed was also 
consistently decreased, though by a smaller amount; the 
excretion of sodium also rose in every one of these 
experiments. 

In the case of sodium, serum sodium concentration is 
the most important factor governing the amount of 
filtered electrolyte reabsorbed. In the case of potassium, 
serum concentration and amount filtered seem to affect 
the fraction reabsorbed independently; in this study 
the amount filtered was more important. The apparent 
depression of the rate of reabsorption of potassium in 
response to an increasing filtration of potassium is a 
unique phenomenon in renal physiology, and raises the 
question of the secretion of potassium by the renal tubules. 

Infusions of 10% NaCl inhibited the reabsorption of 
potassium, and infusions of 1:2% KCI inhibited the 
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reabsorption of sodium. It is impossible to say whether 
these effects were “* non-specific osmotic effects ’’. 


P. Mestitz 


922. Ionic Antagonism: Effect of Various Anions on 
Chloride Excretion during Osmotic Diuresis in the Dog 
S. Rapoport and C. D. West. American Journal of 
Physiology [Amer. J. Physiol.] 162, 668-676, Sept., 1950. 
4 figs., 13 refs. 


In 25 experiments on 8 hydropenic dogs the effect of 
sodium salts of eight acids on chloride excretion was 
tested; as a standard of comparison mannitol loading, 
representative of non-electrolyte effects, was used. 
Sodium thiocyanate and nitrate raised chloride excretion 
above the mannitol level; other anions, especially the 
multivalent anions, depressed it below this level. The 
excretion of chloride was decreased by anions in the 
following order: thiocyanate, nitrate, bicarbonate, 
p-aminohippurate (univalent anions), phosphate, sul- 
phate, thiosulphate, ferrocyanide (multivalent anions). 
Thiocyanate was the only anion that was better reabsorbed 
than chloride. Glomerular filtration rates were essen- 
tially unaltered throughout. 

The general arrangement of these ionic effects follows 
the lyotropic series. It is suggested that the renal control 
of electrolyte excretion may be based on the electrical 
properties of the ions and of the tubular membrane. 

P. Mestitz 


923. Effect of Sustained Expansion of Extracellular Fluid 
Volume upon Filtration Rate, Renal Plasma Flow and 
Electrolyte and Water Excretion in the Dog 

L. G. Wesson, W. P. ANsSLow, L. G. Rarsz, A. A. 
Botomey, and M. Lapp. American Journal of Physio- 
logy [Amer. J. Physiol.] 162, 677-686, Sept., 1950. 
3 figs., 13 refs. 


Varying volumes of a modified Locke solution (NaCl, 
124 mEq., KCl, 5 mEq., and NaHCO;, 26 mEq. per 
litre) equal to 5 to 10% of the body weight and sufficient 
to produce a 25 to 30% increase in extracellular fluid, 
were infused into non-anaesthetized dogs. The animals 
were kept under a constant fluid load; the plasma 
concentration of the major electrolytes was kept constant. 
Twenty milli-units of * pitressin” per hour was given 
during the infusion. 

Filtration rate, renal plasma flow, and urine flow 

showed a three-phase response: an initial increase 
(lasting approximately 80 minutes), a decrease towards 
control levels (about 100 minutes), and an increase again 
to an apparently steady state (180 minutes or more). : 
These changes could not be accounted for by dilution of 
the plasma proteins or changes in the blood pressure. 
' Tubular reabsorption of sodium, measured at constant 
filtered load, increased steadily throughout each experi- 
ment; the rate of sodium and chloride excretion de- 
creased. During the second phase the urine was some- 
times hypotonic to the blood; increasing water reabsorp- 
tion during the third phase restored its hypertonicity. 
The administration of additional pitressin during the 
second phase had no effect on the hypotonicity of the 
urine. P. Mestitz 
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924. Metabolism of Myanesin (3-(0-Toloxy)-1 : 2- 
Propanediol) 

R. F. Rivey. Journal of Pharmacology and Experi- 
mental Therapeutics Pharmacol.] 99, 329-333, July, 
1950. 2 figs., 10 refs. 


The total carcass lipids of rats given 100 mg. of 
mephenesin (** myanesin’’) per day subcutaneously for 
6 days did not contain substances showing the character- 
istic ultraviolet-ray absorption of the drug. No increase 
in the urinary excretion of free or total phenols was 
observed in rats similarly treated. 

The acidic urinary metabolites were estimated in 
human subjects after ingestion of 2 or 4 g. of mephenesin. 
An isopropyl-ether extract of the acid fraction of the 
urine was partitioned by a separating-funnel technique 
against 2-0 M phosphate buffer of pH 4-4 with the use of 
21 plates. Of an oral dose of 2 g. of mephenesin 28°, 
was excreted in the urine in 24 hours as f-(o-toloxy)- 
lactic acid: 54% of a 4-g. dose was similarly eliminated. 
Elimination of this acid was complete in 24 hours after 
the larger dose. 

No significant amount of the drug was degraded to 
o-toloxy-acetic acid, nor was any appreciable amount of 
- free mephenesin excreted in human urine. 

Vera N. Warren 


925. A Liquorice Extract with Deoxycortone-like 
Action 

J. A. MOLHUYSEN, J. GERBRANDY, L. A. DE Vries, J. C. 
DE JonG, J. B. LENSTRA, K. P. TURNER, and J. G. G. 
Borst. Lancet [Lancet] 2, 381-386, Sept. 23, 1950. 
3 figs., 20 refs. 


Nine in-patients with normal adrenals were treated 
with a dry aqueous extract of liquorice (succus liquiritiae), 
as were a number [unstated] of out-patients suffering from 
gastric ulcer. None of the former but some of the latter 
developed oedema, as has been previously observed. 
All the nine in-patients, however, showed evidence of 
retention of water, sodium, and chloride and increased 
excretion of potassium. There was a reduction in 
the haemoglobin and protein content of the blood, with 
increases in venous and arterial pressure and in pulse 
pressure. The loss of potassium was sometimes con- 
siderable—in one case the level in the blood fell to 
3-3 milliequivalents per litre, though the patient did not 
complain of muscular weakness. In this case it was 
estimated that 450 milliequivalents of intracellular 
potassium had been replaced by a corresponding amount 
of sodium. With the increase in both arterial and 
venous pressure the myocardium has much more work 
to do, and it is emphasized that, in the elderly especially, 
this coupled with the loss of potassium might well have 
serious effects. In the normal heart, however, the 
increased cardiac output leads to a saline diuresis, thus 
restoring the situation. 


The effects observed in these patients are very 
similar to, but somewhat longer-lasting than, those 
produced by large injections of deoxycertone, and again 
to those of adrenocorticotrophin (ACTH). To test 
the nature of this similarity a case of Addison’s disease, 
well controlled by deoxycortone, was treated with 
liquorice, but without benefit—rather with deteriora- 
tion. Similarly, ACTH proved of no avail. This 
suggests that the action of liquorice is mediated by the 
adrenals. For a further comparison, a case of chronic 
rheumatoid arthritis of 2 years’ duration was selected. 
After short courses of amidopyrine and acetylsalicylic 
acid, liquorice was given, with some subjective, but no 
objective, signs of improvement. As with the other 


patients, there was some degree of water and salt reten- 


tion and of potassium loss. Shortly afterwards, when in 
an acute exacerbation of the disease, he was given ACTH 
with prompt and dramatic improvement, maintained so 
long as the drug was given. As soon as it was stopped, 
however, the symptoms recurred and a further course of 
liquorice brought no benefit. Liquorice has not there- 
fore the particular effects of ACTH. The dosage of 
liquorice used in these cases varied from 20 to 45 g. 
daily by mouth. The active principle is either glycyr- 
rhizin or an unknown substance precipitated with it by 
strong acid. Reginald St. A. Heathcote 


926. Anticurare Action of Phenolic Quaternary Am- 
monium Salts 

L. O. RANDALL. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 100, 83-93, Sept., 
1950. 4 figs., 10 refs. 


Out of 27 phenolic quaternary ammonium salts pre- 
pared, 3-hydroxyphenyldimethylethylammonium _ bro- 
mide had the greatest anticurare potency and the least 
effect on heart and blood pressure when tested on dogs, 
rabbits, and mice. Its potency in causing intestinal 
contraction was only 3}5 of that of neostigmine, and it 
had much less anti-cholinesterase activity. Its anti- 
curare potency was equal to that of the previously de- 
scribed trimethyl analogue, but it was much less toxic. 

V. J. Woolley 


927. Toxicity, Antipyretic and Analgesic Studies on 
39 Compounds including Aspirin, Phenacetin and 27 
Derivatives of Carbazole and Tetrahydrocarbazole 

E. EaGLe and A. J. CARLSON. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 99, 450- 
457, Aug., 1950. 7 refs. 


In this study the acute oral toxicity of various drugs in 
rats was first determined. In the series of 12 substituted 
carbazoles, the 3-acetamino-, the 2-acetamino-, and the 
3-urea-9-methyl- derivatives as well as the parent com- 
pound were the least toxic, values greater than 5 g. per kg. 
being recorded. In the series of 13 tetrahydrocarbazoles, 
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the 3-acetamino-, the 3-urea-, the 3-ethoxy-, and the 
l-acetamino- derivatives were the least toxic, values 
greater than 2-7 g. per kg. being recorded. Tetrahydro- 
carbazole itself was more toxic than carbazole, and the 
various derivatives of the former were generally more 
toxic than the corresponding derivatives of the latter. 
These results, together with those obtained on 12 other 
compounds including aspirin, phenacetin, and substituted 
furans, indicated that tertiary amyl-2-furyl carbamate 
(LD 50, 190 mg. per kg.) was the most toxic of all the 
substances studied. Phenacetin was slightly less toxic 
than aspirin. 

To test for antipyretic power, fasting rats were injected 
subcutaneously with a suspension of dried yeast in 2% 
acacia and saline. This caused a rise in body tempera- 
ture, which reached a maximum after about 15 hours and 
remained above normal for about 30 hours. Rectal 
temperatures were taken 18 hours after injection of the 
pyretic, and then the compounds were given by stomach- 
tube. Rectal temperatures were thereafter recorded 
hourly. Control rats were given the yeast suspension but 
no drug. Others were kept as untreated animals. The 
maximum falls in body temperature caused by 100-mg. 
doses of the compounds per kg. were compared. Of 
37 substances 17 caused maximal temperature depression, 
to more than 3° F. (1-67° C.) below that of the controls. 
The greatest antipyretic activity was possessed by 
3- amino - 9 - ethyl - tetrahydrocarbazole hydrochloride. 
When the LD 50 value in mg. per kg. was divided by 
that dose of the substance which in a minimum of four 
febrile rats caused a maximal average fall in body 
temperature to 2° F. below, the average temperature 
of four febrile controls, a- value for the “‘ antipyretic 
index’ was obtained. For aspirin this was 10; for 
phenacetin, 32; for 3-acetamino-carbazole, at least 70. 

Many of the compounds lowered the body temperature 
of normal rats; 28 of the compounds were definitely 
superior to aspirin, and 21 were likewise better than 
phenacetin in this respect. Again, the most effective 
compound was 3-acetamino-carbazole. 

For tests of analgesia the cutaneous pain threshold in 
the rat was measured. This was a method by which the 
pain stimulus applied to the tail could be measured in 
grammes of compression. The two compounds showing 
the greatest depression of pain sensibility were 3-amino- 
9-methyl-tetrahydrocarbazole and 3-amino-tetrahydro- 
carbazole. There were 22 compounds with greater 
analgesic activity than aspirin, of which nine were also 
less toxic. G. B. West 


928. The Effect of Procaine Administration Intra- 
venously on the Cutaneous Pain Threshold 

R. F. Kipter and H. W. SCHNAPER. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 220, 199-202, 
Aug., 1950. 1 fig., 19 refs. 


Four normal young men were exposed to ultraviolet 
radiation, and a small area of erythema was produced 
on the forearm after exposure for a period of 44 minutes. 
The erythematous area was found to be tender to slight 
pressure, with increased sensitivity to pin-prick. The 
degree of hyperalgesia was estimated by means of the 


apparatus employed by Hardy, Wolff, and Goodell (J. 
clin. Invest., 1940, 16, 649), the skin of the opposite 
forearm being selected as a control. Then each subject 
received an intravenous injection of procaine hydro- 
chloride, 1 g. in 500 to 1,000 ml. of a physiological 
solution of sodium chloride. The injections were given 
over periods of 55 to 75 minutes. A slight increase in the 
pain threshold was detected during administration of the 
infusion, but the threshold soon returned to normal. 
Clinical reports on the analgesic effect of intravenous 
injections of procaine are in contrast with the results 
obtained from these experiments. Thus some clinicians 
state that intravenous procaine therapy can ease pain for 
periods ranging from 5 to 12 hours after the administra- 
tion of the drug. Apart from the fact that, in the absence 
of adequate controls, clinical observations must be 
accepted with reserve, several hypotheses may be 
advanced in an attempt to explain the discrepancy. 
Procaine may act by neutralizing a pain substance in the 
injured tissues. As the tissue injury which resulted from 
ultraviolet radiation was necessarily of a superficial 
character, limitation of trauma may have prevented the 
detection of the procaine effect. Perhaps procaine has 
a central action; alternatively, there may be a local 
action on the blood flow. It is noteworthy that the 
injections caused lethargy. Hence alterations in the 
response to a painfu! stimulus may be attributable to 
lack of mental concentration. A. Garland 


929. The Rate of Penetration of Barbituric Acid 
Derivatives into the Brain 

T. C. Butter. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 100, 219-226, Oct., 
1950. 2 figs., 12 refs. 


930. Effect of . Carinamide (4’-Carboxyphenylmethane 
Sulfonanilide) on the Metabolism of Thiopental in Mice 
L. R. Gotpspaum and T. F. Husparp. Journal of 
Pharmacology and Experimental Therapeutics [J. 
Pharmacol.} 99, 366-369, July, 1950. 1 fig., 7 refs. 

The effects of carinamide (‘‘ caronamide’’) were 
investigated on the sleeping time after thiopentone and 
on the metabolism of thiopentone in mice. A control 
group received injections of saturated sodium bicarbonate 
solution while other groups received 250, 500, or 
1,000 mg. of carindmide per kg. in the same solution. 
Ten minutes after these injections, thiopentone sodium 
(45 mg. per kg.) was injected and the sleeping times were 
recorded. The animals were killed on awakening and 
the thiopentone concentration in plasma, brain, liver, 
kidney, and the whole body determined. The carin- 
amide level attained in the plasma and the effect of this 
drug on the urinary excretion of thiopentone were 
determined in separate experiments. The effect of 
carinamide on sleeping time after pentobarbitone and 
seconal was investigated similarly. 

Carinamide significantly prolonged the sleeping~time 
of mice given thiopentone, seconal, and pentobarbitone. 
The prolongation of sleeping time after thiopentone 
was proportional to the dose of carinamide given. A 
three-fold increase occurred with 500 mg. per kg., while 
1,000 mg. per kg. caused a six-fold increase. 
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In spite of differences in sleeping time there was no 
difference in concentration of thiopentone in tissues or 
the whole body on awakening. Carinamide had no 
influence on the rate of excretion of thiopentone. The 
prolongation of sleeping time appeared to be due to 
interference by carinamide with the degradation of thio- 
pentone, which was inversely proportional to the size 
of the carinamide dose. Vera N. Warren 


931. The Effects of Thiopental Sodium, Chloroform, 
and Diethyl Ether on the Metabolism and Toxicity of 
Procaine 

HuLpieu and V.V.Co.e. Journal of Pharmacology 
and Experimental Therapeutics {J. Pharmacol.| 99, 370- 
375, July, 1950. 1 fig., 15 refs. 


In experiments in vitro, dog livers were ground with 
phosphate buffer containing procaine and incubated at 
PH 6°9 at 37°C. Aliquots were analysed for procaine 
at 30-minute intervals. The effect of anaesthetics on the 
metabolism of procaine by the liver was determined by 
maintaining the dogs in the first plane of anaesthesia for 
90 minutes before the liver was removed. 

In experiments in vivo, dogs were anaesthetized to the 
first plane for 45 minutes with diethyl ether, chloroform, 
or thiopentone sodium and then injected at various 
constant rates intravenously with saline solutions of 
procaine hydrochloride (1 to 5%). 

In the experiments in vitro, the hydrolysis of procaine 
by the liver in dogs anaesthetized by ether or chloroform 
was less than that in untreated dogs. The inhibition was 
the same with both these anaesthetics. Thiopentone 
anaesthesia caused no inhibition of hydrolysis. The 
experiments in vivo showed that the lethal level of pro- 
caine in venous blood was 7-6 mg. per 100 ml. for dogs 
anaesthetized with thiopentone sodium, 6-8 in the case of 
chloroform, and 3-5 in the case of diethyl ether. 

The difference in the fatal dose of procaine for dogs 
anaesthetized with chloroform and with thiopentone may 
be accounted for by the effect of chloroform on the liver, 
since the difference in blood level is probably not 
significant. The effect of diethyl ether is only partially 
accounted for by its effect on the liver, since there is a 
significant difference in the blood level of procaine 
with and without this anaesthetic. Vera N. Warren 


932. The Plasma Concentration of Quinidine after Oral 
Administration and its Effect on Auricular Fibrillation 

A. B. Houston and W. F. Perry. Canadian Medical 
Association Journal (Canad. med. Ass. J.] 6, 56-60, 
July, 1950. 1 fig., 8 refs. 


The amount of quinidine in the plasma, faeces, and 
urine after oral administration to patients in Winnipeg 
General Hospital was estimated by the method of Brodie 
and Udenfriend (J. Pharmacol., 1943, 78, 154). As any 
basic organic compound gives a reaction with this 
method, care was taken to exclude other medication, but 
the diet was not controlled. Blank determinations on 
normal plasma gave values equivalent to 0-0 to 0-5 mg. 
of quinidine per litre. Duplicate estimations on each 
specimen agreed to within 10% for values between 3 and 
15 mg. quinidine per litre. Patients were given a single 


dose of quinidine by mouth when fasting. Plasma con- 
centration reached a maximum 2 to 4 hours later, but 
could in no way be correlated with the size of the dose, 
If, however, doses of quinidine (2 to 15 mg. per kg.) 
were given on different occasions to individual patients, 
the larger dose corresponded to the higher plasma level. 
Estimations of quinidine in the urine revealed an excre- 
tion of under 10% in 24 hours in 23 out of 26 patients: 
the 3 others excreted 10 to 30%. Estimation of quinidine 
in faeces in 24 hours (5 subjects) revealed up to 3% excre- 
tion by this route. In order to sustain a definite plasma 
concentration, doses of quinidine had to be given at 
intervals not greater than 4 hours. Ina study of 10 cases 
of auricular fibrillation no therapeutic effect was ob- 
tained until the plasma concentration was 3 mg. per litre 
or greater. Levels of this order were produced by doses 
of 0-4 g. every 3 to 4 hours for 12 hours. The authors 
recommend this schedule, with an increase of each dose 
by 0-2 g. every 24 hours up to the limit of tolerance. 
This schedule is essentially similar to that recommended 
by Gold (J. Amer. med. Ass., 1946, 132, 547). 
John R. Vane 


933. A New Apparatus and Procedure for Continuous 
Registration of Changes in Coronary Flow Concurrently 
with Changes in Heart Contractions 

F. C. Lu and K. I. Metvitte. Journal of Pharmacology 
and Experimental Therapeutics {[J. Pharmacol.] 99, 277- 
285, July, 1950. 4 figs., 11 refs. 


The apparatus described depends upon the principle 
of the Ludwig stromuhr for its operation; the time taken 
for a known volume of blood to flow through it being 
measured. Blood flows into a bulb in such a way that it 
moves a globule of coloured toluene along a tube, push- 
ing blood out of a second bulb into the coronary artery. 
Each time the toluene globule reaches the end of the tube 
the direction of flow through the apparatus is reversed 
by electromagnetic relays activated by photoelectric 
cells: a mark is made on the drum at each reversal, thus 
indicating the rate of flow. John R. Vane 


934. Effect of Epinephrine, Aminophylline, Nitro- 
glycerine and Papaverine on Coronary Inflow and on Heart 
Contraction, as Recorded Concurrently 

K. I. Metvitte and F.C. Lu. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 99, 286- 
303, July, 1950. 8 figs., 22 refs. 


Using the apparatus described in the previous paper 
(Abstract 933), the authors examined the effects of 
adrenaline (epinephrine), aminophylline, nitroglycerin, 
and papaverine on coronary inflow in the isolated 
rabbit heart perfused with Locke solution. By recording 
the contractions and heart rate at the same time they 
attempted to correlate coronary flow with the heart rate 
and amplitude of beat. Adrenaline usually caused a 
transient decrease in minute flow, followed by an 
increase. All the other substances increased the coronary 
flow. 

[If, as seems likely, the authors used the Langendorff 
heart preparation it is difficult to attach any value to 
their analysis of drug action; in this preparation the 
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coronaries are perfused from a constant pressure head 
and not by the pumping action of the heart. To work 
out the ** coronary flow per heart beat ’’ from this figure, 
to say that adrenaline per se does not cause coronary 
vasodilation, and then to use the figures to explain actions 
of adrenaline on the heart in vivo seems illogical.] 

John R. Vane 


935. Coronary Dilator Action. I. Quantitative Assay 
in the Intact Dog 

M. M. Winsury, P. M. MICHIELS, W. E. HAMBOURGER, 
W. J. StockFiscu, and D. L. Cook. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.} 99, 
343-349. July, 1950. 2 figs., 18 refs. 


A carotid artery was connected through a rotameter to 
the descending branch of the left coronary artery in dogs 
anaesthetized with sodium pentobarbitone. Mean blood 
pressure and pulse pressure were recorded, as well as 
coronary flow. Using this preparation, the authors were 
able to assay the coronary dilator activity of various drugs, 
a potent substance being taken as standard (dicyclo- 
hexylamine - § - diethylaminoethylcarbamate hydro- 
chloride). The assay was conducted on a modified 
factorial design, submaximal doses being injected direct 
into the coronary artery; these caused very little or no 
change in blood pressure or heart rate. The results 
correlated significantly (P=0-05) with a similar series 
obtained with the Langendorff heart preparation, although 
many effects such as depression and irregularity were 
observed only in the isolated preparation. 

John R. Vane 


936. The Cardiac Action of Helleborus Glycosides and 
their Aglycones 

K. K. CHEN, F. G. HENDERSON, and R. C. ANDERSON. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 99, 395-400, Aug., 1950. 1 fig., 21 refs. 


The potency of hellebrin, hellebrigenin, hellebrigenin 
monoacetate and hellebrigenol monoacetate has been 
compared with desgluco-hellebrin in etherized cats. 
Hellebrin is less active than desgluco-hellebrin. Un- 
expectedly the aglycone hellebrigenin is more potent than 
either hellebrin or desgluco-hellebrin. Hellebrigenin 
monoacetate is more active than hellebrigenol mono- 
acetate, and it is the most potent cardiac product so far 
studied. 

Hellebrin, hellebrigenin and its monoacetate, and 
hellebrigenol monacetate, all produce vomiting in pigeons 
and cats, and cause contractions in smooth-muscle 
organs.—[Authors’ summary.] 


937. A Quantitative Study of Blood Pressure Response 
to Cardiovascular Drugs and their Antagonists 

G. CHEN and D. RusseLt. Journal of Pharmacology and 
Experimental Therapeutics [J. Pharmacol.] 99, 401-408, 
Aug., 1950. 4 figs., 8 refs. 


The graphical solutions of mass action equations by 
Lineweaver and Burk for monomolecular, competitive, 
and noncompetitive reactions have been utilized to study 
pharmacological reactions on blood pressure. Com- 
petitive inhibition is shown for epinephrine-SY28, 


epinephrine — yohimbine, acetylcholine atropine, and 
histamine —- diphenhydramine. Noncompetitive inhibi- 
tion is indicated with a large quantity of SY28. Ergot- 
amine antagonizes the vasodepressor response to 
histamine uncompetitively.—[Authors’ summary.] 


938. The Effect of ‘* Banthine ’’ on Gastric Secretion in 
Man and Experimental Animals 

C. A. SmitH, E. R. Woopwarp, C. W. Janes, and L. R. 
DRAGSTEDT. Gastroenterology [Gastroenterology] 15, 
718-726, Aug., 1950. 8 refs. 


A quaternary ammonium compound, “ banthine ” 
(-diethylaminoethylxanthene -9- carboxylate §metho- 
bromide), possessing anticholinergic action, was tested 
for its effect on gastric secretion. Dogs with total 
gastric pouches and intact vagi were found to secrete 
less juice of lower acidity when given banthine orally 
(50 mg. 4-hourly) than during control periods. This 
reduction in gastric secretion was not observed in dogs 
whose stomach pouches lacked vagal innervation. 

In human beings with peptic ulcer, banthine, when 
given in doses of 100 mg. orally every 4 hours, caused a 
reduction in the 12-hour nocturnal gastric secretion, 
Side-effects were insignificant. 

In 2 out of 3 dogs receiving banthine there was no 
secretory response to insulin; human subjects, however, 
responded normally to insulin in spite of very large doses 
of banthine. John Naish 


939. A Comparison of the Effectiveness of ‘‘ Banthine ”’ 
and Atropine in Depressing Gastric Acid Secretion in Man 
and the Dog 

F. B. BENJAMIN, C. E..RosiereE, and M. I. GROSSMAN. 
Gastroenterology [Gastroenterology] 15, 727-735, Aug., 
1950. 4 figs., 8 refs. 


‘** Banthine” (see Abstract 938) was compared with 
atropine for effect on gastric secretion in dogs and 
human subjects. It was concluded that the action of 
banthine is anticholinergic and in every way similar to 
that of atropine. Both drugs when given in sufficient 
doses depress basal, as well as histamine-stimulated, 
secretion, but side-effects, such as tachycardia, dryness of 
the mouth, and paralysis of accommodation, were 
observed. In large doses both drugs exerted their 
greatest effect in inhibiting gastric secretion after side- 
effects had begun to subside. John Naish 


940. Potentiating Action of Certain Xanthine Deri- 
vatives on Gastric Acid Secretory Responses in the Dog 
C. R. Ropertson, C. E. Rostere, D. BLICKENSTAFF, and 
M. I. GrossMAN. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.| 99, 362-365, July, 
1950. 1 fig., 9 refs. 


Previous workers have shown that caffeine by itself 
does not stimulate gastric secretion in the dog, but does 
so in the cat and man. It also potentiates the response 
to histamine in the cat and in man, as do theophylline 
and theobromine. 

In dogs with pouches of the entire stomach, theophyl- 
line sodium acetate (0-5 g.) intravenously had no effect 
when givenalone. Inasecond series, histamine (12-5 yg.) 
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was injected subcutaneously every 10 minutes, and when 
the acid secretion had reached a steady level one of the 
xanthine derivatives was injected intravenously. Caffeine 
(0-25 g. base) and theophylline (0-3 g. base) increased the 
secretion significantly; xanthine (0-2 g. base) and theo- 
bromine (0-3 g. base) caused an increase which was not 
Statistically significant. Caffeine also augmented the 
response to urecholine in this preparation, and to a test 
meal in dogs with Heidenhain pouches, although the 
latter effect only appeared 3 to 7 hours after the test meal. 
These results indicate that potentiation is an effect 
separate from direct stimulation. John R. Vane 


941. Activity of Some Newer Spasmolytic Agents on 
the Biliary Tract of Man. A Comparative Study of 
isoPropyl-norepinephrine, Adiphenine Hydrochloride, 
Methylamino-iso-octene and Khellin 

E. A. GAENSLER and J. M. McGowan. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.) 99, 304-311, July, 1950. 4 figs., 42 refs. 

Biliary pressure was recorded on a smoked drum by 
connecting a manometer to the T tube in patients who 
had undergone exploration of the common bile duct with 
T-tube drainage. An opiate was used to induce spasm 
(morphine sulphate 10 mg., codeine sulphate 60 mg., or 
dihydromorphinone hydrochloride 3 mg.). Occasion- 
ally methadone *’, metopon or pethidine was used. 
During 15 of the 137 measurements spontaneous spasm 
existed and no opiate was needed. 

isoPropyl - noradrenaline, methylamino - iso - octene, 
khellin, and adipherine, all administered parenterally, 
had no effect on either spontaneous or induced spasm. 
Inhalation of amyl nitrite or intravenous injection of 
aminophylline always caused rapid and complete relief 
of both spontaneous and induced spasm, but the duration 
of action was brief (5 to 10 minutes). John R. Vane 


942. Antihistamines and Motion Sickness Prophylaxis 
H. I. CuHinn, F. W. Operst, and S. S. Witks. Texas 
Reports on Biology and Medicine [Tex. Rep. Biol. Med.] 
8, 320-325, 1950. 1 fig., 7 refs. 

In order to study the pharmacological basis of the 
action of certain antihistaminics in preventing motion 
sickness, an estimate was made of the value of * decapryn ” 
and “ chlor-trimeton”’ for this purpose. Decapryn was 
studied because it differs basically from ‘* dramamine ” 
and diphenhydramine (*‘ benadryl ”’), both of which have 
been shown to be effective, only in the substitution of a 
pyridine for a benzene ring and the addition of a methyl 
group, while chlortrimeton was selected as being a 
highly effective antihistaminic unrelated chemically to 
the other drugs. 

The drugs were tested on human subjects both in the 
air and on the ground, the response being determined to 
simulated turbulence in flight or to 20 minutes’ swinging 
on the ground, while the occurrence of side-effects was 
investigated by means of a questionnaire to be filled in 
by the subject at the end of the test. The previous 
administration of decapryn produced a delay in the time 
of onset among those who vomited, its effect being 
statistically significant when compared with that of a 
placebo; a slight reduction in the incidence of vomiting 


also occurred, but was not significant. On the other 
hand, no statistically significant difference was observed, 
either in the incidence or in the time of onset of vomiting, 
when the effects of chlortrimeton were compared with 
those of a placebo. 

In view of the possibility that the effect of atropine, 
hyoscine, and diphenhydramine in preventing motion 
sickness might be due to their anticholinergic action, the 
effect of benzhexol (** artane ’’) was compared with that 
of hyoscine in a further test. Although there was no 
difference in the time of onset of vomiting when this 
occurred, benzhexol proved somewhat less effective in 
preventing vomiting. 

The authors conclude that the antihistaminic properties 
of a drug bear little relationship to their effectiveness 
against air-motion § sickness. Moreover, while the 
effectiveness of some antihistaminics against motion 
sickness can be roughly predicted on the basis of their 
anticholinergic activity, there is no quantitative relation 
between the two properties. Thus diphenhydramine and 
dramamine have approximately the same _ protective 
capacity as hyoscine and artane, despite their significantly 
lower parasympatholytic action. R. Hodgkinson 


943. The Neuromuscular Blocking Action of Succinyl- 
choline (Diacetylcholine) 

J. C. Castitto and E. J. pe Beer. Journal of Pharma- 
cology and Experimental Therapeutics {|J. Pharmacol.) 99, 
Part 1, 458-464, Aug., 1950. 5 figs., 16 refs. 


Structurally, succinylcholine resembles two molecules 
of acetylcholine linked together at the «-methy! groups. 
The rapid intravenous injection of 0-13 mg. per kg. into 
cats caused a prompt and complete neuromuscular block 
of the response of the gastrocnemius to electrical stimula- 
tion of the sciatic nerve. The effect was, however, of 
much shorter duration than the incomplete block 
produced by either decamethonium bromide or p-tubo- 
curarine chloride. The accompanying table shows the 
doses producing block. 


Decame- Succinyl- Tubo- 
thonium choline curarine 
(mg./kg.) (mg./kg.) | (mg./kg.) 


| 


Dose producing neuro- 


| 
muscular block te 0-026 0-130 0 260 
Dose blocking contrac- 
tion due to acetyl- | 
choline 0-026 0-130 0 130 
Paralysing dose in mice | 
(PD 50) 0-170 0-114 0-039 
Lethal dose in mice | 
(LD 50) 0-750 0-550 0-164 


Action of eserine (0-13 
mg/kg.) on blocking 
doses .. 


None 


Potentiated 'Antagonized 


Since succinylcholine inhibited the contraction pro- 
duced in the gastrocnemius of the atropinized cat by the 
rapid injection of acetylcholine into the femoral artery, 
its site of action must be the neuromuscular junction. In 
rabbits it was found possible to paralyse an animal with 
succinyicholine five consecutive times during a period of 
one hour without any sign of cumulative action or 
deleterious effects. This again implies a short duration 
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of action, with possible rapid enzymatic destruction. In 
mice the safety ratio (LD 50 to PD 50) was about the 
same for the 3 compounds under study. In the isolated 
gastrocnemius preparation of the frog, succinylcholine 
itself produced a contraction which was antagonized by 
curare in concentrations adequate to counteract the effect 
of acetylcholine. No significant changes in blood 
pressure in cats or dogs occurred after intravenous 
injection of succinylcholine. 

In cats the previous intravenous injection of eserine 
markedly prolonged the paralysing action of succinyl- 
choline in direct contrast to the fact that eserine anta- 
gonized the action of tubocurarine and had no effect on 
the neuromuscular block produced by decamethonium. 
Eserine is said to antagonize the action of tubocurarine 
by permitting the accumulation of high concentrations of 
acetylcholine at the end-plate and consequently allowing 
depolarization to take place. If succinylcholine pro- 
duces neuromuscular block by prolonging depolariza- 
tion, then a similar action by eserine could only add to 
the effects of succinylcholine. The block produced by 
decamethonium is possibly of a different nature. In 
addition, eserine inhibits certain agents (cholinesterase 
systems) responsible for the inactivation of succinyl- 
choline. 

[This work is of great importance to all workers in 
muscle physiology. It is of interest to note the presence 
of 10 atoms interposed between the two quaternary 
nitrogens (as in decamethonium and tubocurarine). The 
mechanism of action of succinylcholine is suggested but 
not proved. Small concentrations of acetylcholine at 
the end-plate region may potentiate or antagonize 
reactions of drugs, and this fact may be of assistance in 
the final elucidation of the site of action of succinyl- 
choline.] G. B. West 


944. Pharmacology of N-(2-Furfuryl)-N-(2-pyridyl)-N’: 
N’-dimethylethylenediamine Fumarate (Methafurylene 
Fumarate). I. Antihistaminic Properties of this Com- 
pound and its 5-Chloro and 5-Bromo Derivatives 

J. A. Orcutt and J. P. PryTHERCH. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 99, 
479-487, Aug., 1950. 5 figs., 9 refs. 


Four fury] derivatives of the common dimethylethylene- 
diamine structure were compared with tripelennamine 
pyribenzamine”’) for antihistaminic action. The 
investigations included spasmolytic action on an isolated 
strip of ileum and on the tracheal chain of the guinea-pig, 
inhibitory action on the vasodepressor response of the 
blood pressure to histamine in cats, and the protection 
afforded to guinea-pigs subjected to a histamine aerosol. 
In every instance the compounds effectively antagonized 
histamine in dilutions of about 10~8 in vitro and in doses 
of 1 to 2 mg. per kg. in vivo. The compounds were 
specific antagonists for histamine in that, although they 
also relaxed spasm of smooth muscle induced by acetyl- 
choline, barium chloride (guinea-pig ileum), and adren- 
aline (rabbit uterus), the doses required for these anti- 
spasmodic effects were generally more than a thousand 
times the antihistaminic dose. Assays indicated that 
methafurylene fumarate and its 5-chloro derivative were 
as potent as pyribenzamine, but the 5-bromo derivative 

M—R 


appeared to be twice as potent. The oral toxicity figures 
for these new compounds were significantly higher than 
those for pyribenzamine, suggesting better therapeutic 
ratios. The methyl analogue was only about one-fiftieth 
as potent. 

[These compounds are N-ethylenediamines and there- 
fore follow the general rule in inhibiting histamine and 
adrenaline actions. They are, however, very potent anti- 
histamine agents, and further work with compounds 
containing, in addition, the furan ring may produce 
interesting results. ] G. B. West 


945. Pharmacologic Action of Basic Esters of p-Xenyl- 
acetic and p-Xenylglycolic Acid—New Antispasmodic 
Drugs 

A. M. LANbs, J.O. Hoppe, J. R. Lewis, and E. ANANENKO. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.| 100, 19-26, Sept., 1950. 1 fig., 16 refs. 


The effect of modifying the acetic acid portion of the 
molecule of £-diethyiaminoethyl acetic acid on its ability 
to relieve the spasm induced by acetycholine or by 
barium chloride in the isolated intestine of the rabbit was 
studied. Various p-xenylacetic and p-xenylglycolic acid 
esters were less effective in this respect than f-diethly- 
aminoethyl diphenylacetate. The most effective of these 
drugs was the methyl p-xenylacetic acid ester, and the 
effect of varying the amino alcohol with which it was 
esterified was tried. 

On the isolated intestine, {-piperidinoethyl methyl 
p-xenylacetic acid (** WIN 5786 ”’) was less effective than 
the £-diethylaminoethyl ester, but when the effect of the 
former was tried on rabbits and dogs in vivo it was found 
to be quite an effective intestinal spasmolytic agent. 

It had a moderately good bronchodilator action on 
guinea-pig lungs in vitro, and the intraperitoneal injection 
of 0-5 to 2:0 mg. prolonged the tolerated exposure time 
of unanaesthetized guinea-pigs to a histamine aerosol by 
83 to 120%. Intraperitoneal injection of 40 mg. of the 
drug per kg. body weight did not produce scopolamine- 
like effects in cats, although it caused mydriasis. In rats 
100 mg. per kg. given subcutaneously produced analgesia 
lasting as long as 60 minutes. This threshold dose was 
comparable with that for aminopyrine. Other experi- 
ments showed WIN 5786 to have only one-fifth of the 
hypnotic activity of diphenhydramine benadryl ”’) 
and a low chronic and acute toxicity. 

P. A. Nasmyth 


946. The Anticonvulsant Action of 2 : 2-Diethyl-1 : 3- 
propanediol (DEP) and Some of its Homologues and Esters 
F. M. BerGeR and B. J. Lupwic. Journal of Pharmaco- 
logy and Experimental Therapeutics [J. Pharmacol.] 100, 
27-37, Sept., 1950. 2 figs., 16 refs. 


The effects of the intraperitoneal injection of 2 : 2- 
diethyl-1 : 3-propanediol (DEP) on the convulsions 
induced in mice by leptazol 0-5%, strychnine 0-01%, or 
picrotoxin 0-1%, injected intravenously at the rate of 
0-3 ml. per minute, were compared with the effects of 
mephenesin myanesin ’’) and tronidone tridione ”’) 
similarly injected. A dose of 200 mg. of DEP per kg. 
body weight was more effective than either a similar 
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dose of mephenesin or a dose of 400 mg. of troxidone per 
kg. against leptazol convulsions. Against strychnine- 
induced convulsions, mephenesin and troxidone were both 
more effective than DEP, but whereas DEP reduced the 
mortality to ni/, the other two drugs only partially reduced 
it. _Mephenesin was the most effective against picrotoxin- 
induced convulsions, but DEP was the only one of the 
three capable of reducing the mortality due to picrotoxin. 

A dose of 20 mg. of mephenesin per kg. was sufficient 
toabolish tremor, but not the knee jerk, inthe anaesthetized 
cat treated with strychnine, whereas double this dose of 
DEP affected neither phenomenon, suggesting that it 
has little action on the spinal cord. The activity of DEP 
was maximal about 10 minutes after its administration 
and had nearly disappeared after 60 minutes. Various 
esters of the drug were prepared in an endeavour to find 
an equally good anticonvulsant with a less transient 
effect. The diacetate proved to be nearly as effective, 
and had a slightly more prolonged action. The toxicity 
of DEP was found to be quite low, and evidence was 
obtained indicating that it is partly conjugated in the 
body as an ether-type glucuronide. 

P. A. Nasmyth 


947. Effects in Albino Rats of Dihydrogenated Deriva- 
tives of the Dimethylpyruvic Acid Group of Ergot Alkaloids 
as Manifested by Thermal Reactions and Oxygen 
Utilization 

J. E. Roperts, L. C. Massopust, and A. R. BUCHANAN. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.| 100, 51-58, Sept., 1950. 1 fig., 14 refs. 


Dihydroergocristine, dihydroergokryptine, and di- 
hydroergocornine were given intraperitoneally to young 
adult rats in doses of 4 mg. per kg. body weight. The 
rats were maintained in an environmental temperature 
of 28°C. and their body and skin temperatures were 
recorded by means of thermo-couples. In each case the 
experimental rats showed a lower body temperature and 
higher skin temperature than controls, the average 
differences over a 2-hour period being: for dihydroergo- 
cornine 1:24 C., for dihydroergokryptine 0-92 C., and 
for dihydroergotamine 0-34° C. Oxygen consumption 
was depressed by 13°, as compared with controls and, 
unlike ergotoxine, these drugs caused no increase of 
muscular activity. V. J. Woolley 


948. The Pharmacology of N : N-Dimethyl-2-chloro-2- 
phenylethylamine 

F. C. FerGuson and W. C. Wescoer. Journal of 
Pharmacology and Experimental Therapeutics {J. Pharma- 
col.| 100, 100-114, Sept., 1950. 8 figs., 12 refs. 


An analogue of the nitrogen mustards, N : N-dimethyl- 
2-chloro-2-phenylethylamine, is known to have adrenergic- 
blocking and cholinergic properties. It causes death in 
cats from acute respiratory failure, and in rats from a 
more gradual nervous damage. In the circulation, and 
in alkaline solution in vitro, it is rapidly converted to a 
cyclic ethyleneimmonium derivative which is responsible 
for its pharmacological actions, exerting the same effect 
when given alone as the parent substance, but with greater 
potency. The ring is considered to be the effective part 


of the molecule. The adrenergic block is caused by 
combination with the effector cells in the place of 
adrenaline; it is resistant to large subsequent doses of 
adrenaline, thus differing from the block produced by 
*dibenamine”’, and is prevented by the previous 
administration of thiosulphate. V. J. Woolley 


949. Steroid Excretion in Patients Receiving Antifolic 
Acid Compounds . 

E. B. ScHOENBACH, J. Co“sky, and R. A. Lewis. Cancer 
[Cancer] 3, 844-848, Sept., 1950. 17 refs. 


Steroid excretion was measured in 4 patients with 
mammary carcinoma, 2 with ovarian carcinoma, and one 
with generalized lupus erythematosus, during treatment 
with the folic-acid antagonists amethopterin”’’ and 
“aminopterin ’’. No abnormalities in the excretion of 
follicle-stimulating hormone or oestrogen were ob- 
served. The excretion of 17-ketosteroids was low before 
treatment and showed no change after administration of 
the folic-acid antagonist. The excretion of 11-oxy- 
steroids was low normal before treatment, but in all 
patients values significantly below normal were recorded 
after treatment. L. A. Elson 


950. Observations on the Intravenous Administration of 
Saccharated Oxide of Iron in Human Beings 

D. L. Horrican, J. F. MUELLER, and R. W. VILTER. 
Journal of Laboratory and Clinical Medicine |J. Lab. clin. 
Med.]| 36, 422-427, Sept., 1950. 11 refs. 


Twenty anaemic subjects ranging in age from 17 to 
82 years were given a solution of saccharated oxide of 
iron intravenously; 18 subjects received 146 separate 
injections of 100 or 200 mg., 120 of which caused 
no reactions. In 6 subjects mild reactions (local pain or 
cramps in lumbar region and limbs) developed, and in 
2 severe generalized reactions developed. In 2 patients 
who received | g. of iron in | litre of saline by intravenous 
drip thrombophlebitis developed. In most instances a 
given type of reaction was observed repeatedly in the 
same person with further injections. 

The incidence of reactions seemed related to the 
concentration of solution used, the rate of injection, and 
the total dose per injection. Single doses of over 
300 mg. caused a high incidence of reactions. 

The authors conclude that iron might be given parenter- 
ally to patients who cannot tolerate, or are refractory to, 
oral iron therapy. They recommend beginning with 
100 mg. of a 1% solution, stepping up the strength to 2°,, 
and then increasing the total dose per injection up to 
the limit of tolerance. Harold Caplan 
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951. Purpura following Exposure to DDT 
F. E. Karpinskt. Journal of Pediatrics [J. Pediat.) 37, 
373-379, Sept., 1950. ISrefs. 


The author reports 5 cases of purpura associated with 
exposure to DDT in children of 3 years or less, all of 
which cleared up rapidly on removal of DDT and with- 
out specific medication. In the first case, a child of 
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24 developed widespread petechiae over the skin and 
mucous membranes. She was quite well, but bleeding 
time and clot retraction were prolonged, and the platelet 
count was nil, Eleven days after her removal from a 
DDT-sprayed room the rash had gone and her platelet 
count had risen to 420,000 per c.mm. The second child 
had been sleeping on a mattress sprayed with DDT a 
month previously, and developed purpura on_ the 
extremities. She was irritable, nervous, and anorexic, 
and had one convulsion, but apart from some anaemia 
her blood picture was normal. She was discharged 
after 6 days, the rash having’almost disappeared. The 
third child developed a tendency to bruise easily after 
exposure to DDT and had widespread petechiae, but 
was not ill. She had a thrombocytopenia which was 
improving by the Ilth day, when the purpura had 
disappeared. The fourth child, who habitually sucked 
DDT-sprayed food jars, had some loss of coordination, 
purpura, and a low platelet count, but became normal 
after 9 days. The fifth case was similar to the others, 
with the additional symptom of epistaxis. It is noted 
that 4 of the 5 had a thrombocytopenia, while 2 had 
nervous involvement similar to that produced by DDT in 
experimental animals. E. H. Johnson 


952. Poisoning by Organic Phosphorus Insecticides 
P. L. Bipstrup. British Medical Journal {Brit. med. 
2, 548-551, Sept. 2, 1950. 7 refs. 


Several alkylpolyphosphates have recently been intro- 
duced into agriculture as insecticides, especially against 
aphis, red spider, and other species which may be 
resistant to DDT. Unfortunately, little is known as to 
their acute toxicity for man and even less as to the 
possible effects of repeated absorption of minute amounts. 
Hexaethy! -tetraphosphate (HETP),  tetraethyl - pyro- 
phosphate (TEPP), and diethyl - p - nitropheny! - thio - 
phosphate (* parathion”) are now used quite widely, 
though the last seems to be supplanting the other two 
owing to its slow rate of hydrolysis and consequently 
longer action. All these substances act like di-isopropyl 
fluorophosphate (DFP) as inhibitors of cholinesterase. 
With the first two compounds 16 cases of poisoning, 
with no deaths, have been reported from the U.S.A., 
while more than 100 cases, with at least 6 deaths, have 
occurred in one spraying season with parathion. 

Cholinesterase inhibition is due to its combination 
with the inhibiting agent. With DFP the combination 
is irreversible almost at once, and recovery depends on 
the possibility of regeneration of the esterase. With the 
others, the irreversible stage is reached more slowly and 
hence the immediate administration of atropine in ade- 
quate dosage (1 to 2 mg. repeated hourly till the pupils 
dilate or the signs of excess parasympathetic action have 
disappeared) may be successful. The lethal dose of 
parathion for man is not accurately known, but is 
believed to be very low—perhaps less than 10 mg. 
Very little is known as to the amounts required to cause 
chronic poisoning. 

Parathion can be absorbed through the skin, the lungs, 
or the alimentary tract. The earliest symptoms are 
usually anorexia and nausea, made worse by smoking 


or eating, soon followed by vomiting, intense colic, 
sweating, and salivation. The pupils are constricted in 
moderately severe poisoning, but may be normal in slight 
cases. All these signs and symptoms are evidence of 
excessive parasympathetic stimulation. In addition there 
are twitchings of the muscles, occurring early and first 
seen in the eyelids and tongue. In severe cases, these 
may spread to the face and neck and even become general- 
ized. Neuromuscular paralysis may occur, with death 
from respiratory failure. Atropine does not antagonize 
acetylcholine at the myoneural terminals in striated 
muscle and hence is ineffective in such cases, so that 
provision should be made for artificial respiration to be 
started immediately neuromuscular paralysis develops. 
Other signs of excess parasympathetic action—diarrhoea, 
involuntary defaecation, and pulmonary oedema— 
appear in acutely ill persons. Affection of the central 
nervous system shows itself in giddiness and apprehension, 
followed by headache, ataxia, and drowsiness. Coma 
sets in gradually, with loss of reflexes but with generalized 
convulsions. Death occurs within 24 hours, at an average 
of about 9 hours from the last exposure. 

Preventive measures entail provision of overalls fasten- 
ing closely at the neck and wrists, gloves, boots, and 
aprons. A full-face gas-mask alone can protect from 
inhalation dangers. No one who has been affected 
should be allowed to work with these substances until 
his cholinesterase activity has returned to normal. 

Reginald St. A. Heathcote 


953. Studies on the Toxicity and Pharmacological 
Action of Octamethyl Pyrophosphoramide (‘* Ompa ”’; 
** Prestox III ’’) 

K. P. DuBots, J. DouLLt, and J. M. Coon. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.| 99, 376-393, July, 1950. 3 figs., 21 refs. 


Octamethylpyrophosphoramide (“OQMPA”) is a 
systemic insecticide and is also toxic to mammals. The 
toxic and pharmacological actions of this substance were 
studied. Acute toxicity was measured in rats, mice, 
guinea-pigs, and dogs. LD 50 values (in mg. per kg.) 
were: rats 8, mice 17, guinea-pigs 10 (intraperitoneally), 
dogs 5 to 10 (intravenously). In rats the oral LD 50 
was 10. In all these species the symptoms were typical 
of parasympathomimetic drugs except that those referable 
to stimulation of the central nervous system were absent. 

Large intravenous doses in dogs caused an immediate 
evanescent but non-specific fall in blood pressure and 
increase in respiratory rate, followed by bradycardia and 
increase in pulse pressure culminating in cardiac failure. 

OMPA was ineffective as an anticholinesterase agent 
in vitro. However, 2 hours after intraperitoneal injec- 
tion of 5 mg. per kg. into rats, the following percentage 
inhibition of cholinesterase activity was observed in 
various tissues: submaxillary tissue 89, ileum 70, serum 
87, skeletal muscle 68, and brain 2. After lethal doses, 
the percentage inhibition in peripheral tissues was 90, 
but in brain only 7. The inhibition in vivo is reversible. 
OMPA is changed by the liver into a strong anticholine- 
sterase agent. Plants grown in soil containing OMPA 
contain a similar agent. 
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In mice, atropine premedication increased the LD 50 
four-fold and atropine-eserine increased it eleven-fold. 
Eserine itself had little prophylactic effect. Atropine 
therapy in dogs increased the LD 50 about four-fold. 

Vera N. Warren 


954. Cutaneous Effects of Accidental Ingestion of Arsenic. 
(Les accidents cutanés de [l’arsenicisme alimentaire 
accidentel) 

Y. Bureau, —. RINCKENBACH, and H. BARRIERE. 
Annales de Dermatologie et de Syphiligraphie [Ann. 
Derm. Syph., Paris} 10, 385-399, July-Aug., 1950. 
3 figs., 34 refs. 


An account is given of 21 cases of chronic arsenical 
poisoning out of a total of 80 resulting from drinking 
contaminated wine. The cutaneous effects seen in these 
cases are summarized as follows: (1) Erythemata: 
(a) localized; exposed parts, sometimes pellagroid; 
extremities, acrodynic type; intertrigo; (b) generalized; 
scarlatiniform. (2) Vesicles and bullae: eczematous: 
herpetiform; zosteriform. (3) Keratoses: follicular; 
keratoderma of palms and soles; leukokeratotic ap- 
pearance of mucosae. (4) Dyschromia: localized or 
generalized melanoderma. (5) Lesions of mucous mem- 
branes: enanthemata; erosions; ulceration. 

[No reference is made to the interesting study by 
Zinny and Vivaldo (Lopez, Buenos Aires, 1942).] 

James Marshall 


955. The Effect of Salicylate upon Pain Sensitivity 

J. E. BirreEN, H. B. SCHAPIRO, and J. H. MILLER. Journal 
of Pharmacology and Experimental Therapeutics [J. 
Pharmacol.) 100, 67-71, Sept., 1950. 6 refs. 


Pain threshold was determined in 16 adult male sub- 
jects by irradiation of a small area of the forehead with a 
high-intensity incandescent electric lamp, the intensity 
of which was adjustable. No effect on the threshold 
was produced by intravenous injections of 10 mg. of 
sodium salicylate per kg. or by oral administration of 
0-6 g. of acetylsalicylic acid. V. J. Woolley 


956. The Metabolism of Tetraethyl Thiuramdisulphide 
(** Antabus Aversan ’’) in the Rat, Investigated by 
Means of Radioactive Sulphur 

Expgarn. Scandinavian Journal of Clinical and 
Laboratory Investigation (Scand. J. clin. Lab. Invest.) 2, 
198-201, 1950. 8 refs. 


It has been established that the symptoms produced by 
the ingestion of alcohol during treatment with tetraethyl- 
thiuram disulphide (“ antabus”’, aversan’’) can be 
ascribed to an increased concentration of acetaldehyde 
in the body, but little evidence is available on the fate of 
antabus itself. 

The author describes experiments in rats given antabus 
labelled with radioactive sulphur (35S), during which 
urine and faeces were collected over varying periods of 
time. Approximately 80% of the ingested dose is 
absorbed from the alimentary tract, the remainder being 
excreted in the faeces. The greater part of the antabus 
sulphur is found in the urine as sulphate, and of this 
about 50%, exists as antabus or reduced antabus (diethyl- 


dithiocarbamic acid). When a single dose is injected 
intraperitoneally, only 60% is recovered from urine and 
faeces over a 15-day period, which suggests that the drug 
accumulates in the body. The antabus sulphur is found 
chiefly in the adrenals, liver, and spleen; this corresponds 
to the distribution found in carbon disulphide poisoning. 
Since the latter is thought to react with polypeptides and 
amino-acids to form dithiocarbamic acid, which is 
related to reduced antabus, an explanation for the toxic 
effects of antabus may be based on these findings. 
A. Paton 

957. The Metabolism of Tetraethy! Thiuramdisulphide 
(** Antabus ’’, ‘* Aversan’’) in Man, Investigated by 
Means of Radioactive Sulphur 

L. ExLpsarn. Scandinavian Journal of Clinical and 
Laboratory Investigation [Scand. J. clin. Lab. Invest.) 2, 
202-208, 1950. 1 fig., 4 refs. 


Because of the urgent need for a drug which will 
combat the symptoms of alcoholism, it is not surprising 
that the discovery of ** antabus ”’ has led to its widespread 
use without adequate experimental investigation. The 
occurrence of toxic symptoms following its prolonged 
use demonstrates the need for further knowledge of its 
fate in the body. 

Experiments were undertaken, largely on healthy 
adults, to determine the fate of radioactive antabus 
after ingestion of a single 2-g. dose. Only 5 to 20% of 
this dose is recovered from the faeces; the larger part is 
absorbed from the intestines, oxidized to the sulphate 
and excreted in the urine as such. About half the amount 
absorbed is found in the urine during the first 24 hours, 
but even after 6 days as much as 20°, is unaccounted for 
by excretion. It seems obvious, therefore, that the 
clinical practice of giving 0-5 g. daily for many months 
is potentially dangerous, and may be responsible for the 
common occurrence of toxic symptoms. 

The rate of absorption of antabus in these experiments 
was rapid; this finding is at variance with the fact that a 
full effect on alcohol metabolism is not obtained for 12 
hours after taking the dose. It is probable that antabus 
itself is inactive, and that the active compound may be 
reduced antabus. The slow rate of excretion is paralleled 
by a slow fall in the plasma concentration, and the effect 
of a single dose may be prolonged; thus there was still 
some activity after 7 days, as measured by the effect on 
the rise in skin temperature following alcohol con- 
sumption. The optimum blood level of the compound 
is between 0-5 and 1 mg. per 100 ml. plasma. 

A. Paton 


958. The Effect of Sodium Sulfadiazine on the Renal 
Tubule (Nephron) of the Albino Rat 

J. G. BRUNSON and J. G. Epwarps. American Journal 
of Pathology {Amer. J. Path.] 26, 923-935, Sept., 1950. 
13 figs., 10 refs. 


Albino rats received intraperitoneal injections of vary- 
ing amounts of sodium sulphadiazine. With minimal 
doses, fatty changes occurred in the lower third of the 
proximal convoluted tubule, the first half of the ascending 
limb of Henle’s loop, and the second half of the distal 
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convolution. With larger doses more extensive changes 
occurred, going on to complete necrosis. ‘The segmental 
effect of the drug suggests that the nephron contains 
reactive sites with specific functions. 

R. H. Heptinstall 


959. Experimental Investigation on Thallium Poisoning. 
Influence of Thallium on Tissue Metabolism. [In English] 
N. THYRESSON. Acta Dermato-venereologica [Acta 
derm.-venereol., Stockh.| 30, 417-441, 1950. 13 figs., 
17 refs. 


Careful controlled experiments were carried out on 
rats to determine the influence of thallium on tissue 
metabolism. 

There was no significant difference in oxygen uptake 
and anaerobic glycolysis of the brain and skin of rats 
with pronounced symptoms of chronic thallium poison- 
ing compared with healthy controls, nor was any difference 
found in the aerobic respiration of the skin of newborn 
rats with acute thallium poisoning. 

Experiments in vitro with skin, brain, and kidney tissue 
from rats showed that the aerobic respiration was in- 
hibited 40 to 45°, by a millinormal concentration of 
thallium, but the use of radioactive thallium (2°4T) 
showed that this concentration is many times greater 
than that in the skin of rats with acute thallium poisoning. 
It would seem that the inhibition of tissue respiration 
caused by thallium poisoning in vitro is of no direct 
importance in the development of thallium alopecia. 

Radioantographic experiments with radioactive thal- 
lium showed an accumulation of thallium in the hair 
follicles of poisoned animals. S. T. Anning 


960. Cochlear Signs of Streptomycin Intoxication 

J. E. Hawkins. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.) 100, 38-44, Sept., 
1950. 4 figs., 15 refs. 


The administration to cats of streptomycin in doses of 
200 to 400 mg. daily for 12 to 32 days caused impairment 
of hearing. Auditory function was analysed by placing 
an electrode in gentle contact with the round window of 
the cochlea, a second being clipped to the margin of the 
operational skin wound in the anaesthetized cat. Sound 
of known intensity was then produced at the ear and the 
electrical response of the cochlea was observed on a 
cathode-ray oscilloscope and its voltage measured. Two 
types of function were used to describe the response of 
the ear: (1) an input-output function showing the 
amplitude of the response at a given frequency as a 
function of stimulus intensity; and (2) a constant 
response contour showing the intensities required to 
produce an output of 100 pV. at frequencies ranging 
from 250 to 8,000 cycles per second. In addition to 
tones, clicks were used as stimuli to permit separation of 
the microphonic and neural components of the round- 
window response. 

With a dose of 200 mg. of streptomycin daily there 
was only a small reduction in the microphonic response 
at low levels of sound intensity, but at high levels, which 
produced a maximal response in untreated cats, there was 
a considerable reduction. In cats receiving 400 mg. 
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daily the effect was correspondingly greater and more 
evident at lower levels of sound intensity. The response 
to clicks showed that streptomycin reduced the aural 
microphonic potential more than the action potential of 
the auditory nerve. This was interpreted as indicating 
that elements of the organ of Corti responsive to high 
frequencies are the first to be affected by streptomycin. 
P. A. Nasmyth 


961. Pharmacologic Tools in the Study of the Mechanism 
of Uranium Poisoning 

H. C. Hopce. Archives of Industrial Hygiene and 
Occupational Medicine |Arch. industr. Hyg. occup. Med.] 
2, 300-311, Sept., 1950. 6 figs., 9 ‘refs. 


In this paper the author reviews in summary the various 
methods of investigation which are being employed in 
the study of uranium poisoning. A brief description of 
each method is given, with relevant references. Fluoro- 
metric analysis, ultrafiltration, protein precipitation, bone 
adsorption studies with radioisotopes, radioautography 
of the kidney, renal clearance studies, estimation of 
enzyme activity in urine, and the study of cell physiology 
and histopathology are the types of investigation cited. 

As a result of these studies (mainly in rats) it has been 
found that when the uranyl ion enters the body it is 
transported in the blood partly as a non-diffusible pro- 
tein complex and partly as diffusible bicarbonate com- 
plex. A substantial part of the uranium is deposited in 
bone, displacing calcium ions, but most of it is excreted 
by the kidney. The kidney tubule is damaged in the 
distal half of its proximal segment, and if the animal 
survives, regeneration of the tubule cells takes place. 
Death occurs as a result of uraemia. Fortunately there 
is little absorption of uranium by way of the skin or 
gastro-intestinal tract. W. K. S. Moore 


962. The Experimental Feeding of Parathion to Dairy 
Cows 

P. A. Daum, F. C. FouNraine, and J. E. PANKASKIE. 
Science [Science] 112, 254-255, Sept. 1, 1950. 5 refs. 


[The insecticide was not excreted in the milk.] 


963. Pulmonary Toxicity of Wetting Agents Dispensed 
as Aerosols 

G. C. HALL. American Journal of Diseases of Children 
[Amer. J. Dis. Child.| 80, 408-412, Sept., 1950. 3 figs., 
3 refs. 
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964. Influence of Lead Absorption on the Ratio of Large 
to Small Lymphoid Cells 

D. O. Sutets. Medical Journal of Australia (Med. J. 
Aust.] 2, 205-211, Aug. 5, 1950. 2 figs., 18 refs. 


The effects of lead on cells of the lymphocyte series are 
described. The study was carried out on the employees 
of a large new storage-battery works, and also on men 
engaged in the mining, milling, smelting, and assaying 
of lead ore. No worker was exposed to tetraethyl lead. 


~ 
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The ratio of’ large lymphocytes (over 10 in diameter) 
and monocytes to small lymphocytes was determined. 
It was shown that among new workers entering the 
industry the absorption of lead, as determined by increas- 
ing concentration of lead in the urine, causes an increase 
in this ratio of monocytes and large lymphocytes to 
small lymphocytes. This increase, however, does not 
go on indefinitely; too much lead in the system acting 
for too long causes a fall in the ratio to within the 
normal range for non-exposed persons. If, therefore, the 
ratio falls to less than 2-0 lead poisoning is imminent, 
if not already present. 

Recovery from lead poisoning is accompanied by a 
rise in the ratio above 2-0 as the lead is excreted in the 
urine; as further lead is excreted and the concentration 
in the urine reverts to normal, the ratio again falls to 
the levels found in the non-exposed person. The author 
considers that this cell ratio is a valuable guide in the 
prevention and diagnosis of lead poisoning. 

K. M. A. Perry 


965. Coproporphyrinuria as an Index of Lead Absorp- 
tion 

W. S. JoHNSON and N. E. WuitMan. Archives of 
Industrial Hygiene and Occupational Medicine [Arch. 
industr. Hyg. occup. Med.] 2, 170-174, Aug., 1950. 
5 refs. 


Lead analysis and an arbitrary assessment of the 
amount of coproporphyrin III in the urine were carried 
out in 294 cases of suspected lead poisoning. Copro- 
porphyrin was determined by acidifying 5 ml. of urine 
with 6 drops of glacial acetic acid, shaking the urine with 
5 ml. of ether, and examining the ether layer for fluores- 
cence under ultraviolet light (3,660 A) in a dark room. 
The degree of fluorescence was compared with those 
obtained from standard samples of coproporphyrin in 
urine, and the results were divided into six ascending 
grades. The comparison between the lead values found 
by analysis and the fluorescence grades is shown in a 
table and a scatter diagram. 

The upper and mean values for lead content of the 
_ urine increased with the grade of fluorescence. It is 
suggested that with the first grade of fluorescence (0-5 mg. 
of coproporphyrin per litre) the urine contains no 
more than 0-18 mg. of lead per litre except in rare 
instances. Increased coproporphyrin excretion was 
found to follow lead exposure by 12 to 18 days, whereas 
elevation of the lead content of urine may occur in only 
5 days. [The scatter diagram suggests that only the 
6th grade of fluorescence provides definite evidence 
of increased lead excretion.] W. K. S. Moore 


966. Biochemical Changes in Acute Beryllium Poisoning 
W. N. AcpripGce, J. M. Barnes, and F. A. DENz. 
British Journal of Experimental Pathology (Brit. J. exp. 
Path.} 31, 473-484, Aug., 1950. 3 figs., 29 refs. 


The biochemical effects of intravenous administration 
of beryllium (0-5 to 0-75 mg. per kg.) to rats and rabbits 
have been studied. The animals died within 4 days, 
death being preceded by a fall in blood sugar level 
as the result of an extensive liver necrosis. Renal 


damage was insignificant. The rate of removal of 
glucose and lactic acid from the blood was slightly 
reduced 24 hours after the beryllium was given, as shown 
by tolerance curves. During the following 48 hours the 
ability to excrete beryllium became greatly impaired 
Focal necrotic lesions in the liver were apparent after 
24 hours and there was a significant fall in the liver 
potassium level. Serum and liver alkaline-phosphatase 
levels were raised during the later phases, and liver 
arginase level fell. F. W. Chattaway 


967. Distribution and Fate of Cadmium in the Animal 
Body 

A. M. Potts, F. P. Simon, J. M. Tostas, S. Poste 
M. N. Swiet, H. M. Patt, and R. W. Gerarp. Archives 
of Industrial Hygiene and Occupational Medicine (Arch, 
industr. Hyg. occup. Med.\ 2, 175-188, Aug., 1950, 
6 figs., 8 refs. . 

A series of experiments is described in which the 
isotope cadmium 115 ('!5Cd) was administered to 
animals, which were killed at varying intervals so that the 
cadmium content of the organs could be estimated after 
ashing. When small doses (LD 100) of radioactive 
cadmium chloride were given to mice by inhalation for 


about half an hour, most of the cadmium retained by the © 


animals had passed the pulmonary barrier at the termina- 
tion of exposure. During the 12 hours after exposure 
the lung content of cadmium first fell to 65°, of its original 
value and then remained constant more or less in- 
definitely. During the same period the cadmium content 
of the liver and the kidney rose to a constant value. 
Cadmium was highly concentrated in the lungs and liver 
after inhalation, but the kidney and liver showed the 
highest values after injection. Cadmium is normally 
excreted in the intestine, and the values for the gut and 
gut washings rose to a high peak about 2 hours after 
inhalation, and then gradually fell to zero. 

If BAL is administered before cadmium chloride is 
inhaled, the lung retains about twice as much as without 
medication and mortality is increased. On the other 
hand, when BAL is given after exposure, the lung content 
of cadmium is similar to that found when cadmium 
chloride is inhaled without any subsequent treatment, 
but there is a marked increase in the level in the urine. 
Mortality was reduced by up to 100°, by this last measure. 

It is suggested that the toxicity of inhaled cadmium 
depends on the amount of bivalent cadmium ion available 
for combination with lung constituents. Cadmium 
sulphide is virtually non-ionized, and it is non-toxic after 
inhalation. The cadmium—BAL complex is considerably 
more dissociable than cadmium sulphide, but it is less 
ionized than the soluble salts, such as the chloride. When 
BAL is given before cadmium chloride is inhaled, the 
formation of the cadmium-BAL complex traps large 
amounts of cadmium in the lungs, these being then 
slowly liberated over a long period causing severe pul- 
monary damage. If BAL is given after exposure the 


lung content of cadmium does not differ from that 
found when no medication is used, but the cadmium 
present in the lung combines with BAL and ionization is 
suppressed, with consequent reduction of pulmonary 
damage. 
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The cadmium-BAL complex is apparently excreted by 
the kidneys, and this accounts for the large amount of 
cadmium in the urine when BAL is given after exposure. 

W. K. S. Moore 


968. Toxicity of the Tetrachlorodifluoroethanes 

L. A. GREENBERG and D. Lester. Archives of Industrial 
Hygiene and Occupational Medicine [Arch. industr. Hyg. 
occup. Med.] 2, 345-347, Sept., 1950. 2 refs. 


Neither of the tetrachlorodifluoroethanes shows toxic 
properties when ingested by rats. The vapours of both 
compounds caused anaesthesia at a concentration of 
1-5% by volume, and were rapidly fatal at 2%. The 
symmetric compound 1: 1:2: 2-tetrachloro-1 :2- 
difluoroethane was a pulmonary irritant at concentrations 
of 10% by volume for short exposures, while at 0-5% it 
caused death after 18 hours’ exposure. It is suggested 
that the maximum permissible concentration for both 
compounds should be 0-1°%% by volume of the vapour. 

W. K. S. Moore 


969. The Toxicity of Sulfur Hexafluoride 

D. Lester and L. A. GREENBERG. Archives of Industrial 
Hygiene and Occupational Medicine [Arch. industr. Hyg. 
occup. Med.) 2, 348-349, Sept., 1950. 2 refs. 


Sulphur hexafluoride (SF) is a colourless and odourless 
gas which is used as a dielectric in high-voltage equip- 
ment. Rats exposed to an atmosphere containing 80°% 
of the gas by volume showed no ill-effects and it appears 
to be physiologically inert. W. K. S. Moore 


970. The Toxicity of Sulfur Pentafluoride 

L. A. GREENBERG and D. Lester. Archives of Industrial 
Hygiene and Occupational Medicine [Arch. industr. Hyg. 
occup. Med.) 2, 350-352, Sept., 1950. 4 refs. 


Sulphur pentafluoride (SF;s) was found to cause 
intense irritation in the lungs of rats. The substance 
itself is not an irritant and so it was assumed that the 
toxic effects were due to products of hydrolysis, such as 
hydrogen fluoride. The action is therefore comparable 
in type to that of phosgene, but is very much more 
intense—whereas 1 part per million is given as the 
maximum permissible concentration of phosgene for 
prolonged exposure, sulphur pentafluoride is lethal at 
this concentration. It is concluded that the maximum 
permissible concentration for sulphur pentafluoride 
should be 0-01 part per million. W. K. S. Moore 


971. Acute and Chronic Toxicity of Some Halogenated 
Derivatives of Methane and Ethane 

D. Lester and L. A. GREENBERG. Archives of Industrial 
Hygiene and Occupational Medicine (Arch, industr. Hyg. 
occup. Med.} 2, 335-344, Sept., 1950. 5 refs. 


Halogenated derivatives of methane and ethane 
have recently come into commercial use as refrigerants 
and aerosol propellents, and have even been considered 
as possible anaesthetics. An investigation of the acute 


and chronic toxic action of some of these derivatives in 
rats is described, the substances investigated being 
1 : 1-difluoroethylene, fluoroethylene, dichlorodifluoro- 
methane, 


1 : 1-difluoroethane, 1-chloro-1 : 1-difluoro- 
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ethane, trichlorofluoromethane, and 1 : 1-difluoro-1 : 2- 
dibromoethane. The boiling points and toxic action of 
these chemicals increase in the sequence in which they 
are given above, and the authors suggest an explanation 
for this correlation. They assume that similar blood 
concentrations of any of these compounds will produce 
the same effect. Now as the boiling point increases and, 
presumably, the vapour pressure decreases, so also will 
the blood—air partition ratio increase. Thus the smaller 
the vapour pressure becomes, the greater will the blood 
concentration be. 

In most cases toxic symptoms occurred at a dose closely 
approximating to the anaesthetic level, while the ethylene 
derivatives did not produce anaesthesia even at a con- 
centration of 80% by volume, so that these substances 
would clearly be unsuitable for use as volatile anaesthetics. 
1 : l-difluoroethane, 1-chloro-1 : 1-difluoroethane and 
| : 1-difluoro-1 : 2-dibromoethane caused pulmonary 
congestion and oedema in addition to anaesthesia, but 
none of the compounds examined caused hepatic damage. 
A maximum allowable concentration is suggested for 
each compound. W. K. S. Moore 
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972. The Effects of Aureomycin and of Penicillin against 
Erysipelothrix rhusiopathiae in vitro and in vivo 

J. E. Prier and J. O. Acserts. Journal of Bacteriology 
[J. Bact.] 60, 139-143, Aug., 1950. 9 refs. 


Four strains of Erysipelothrix rhusiopathiae were used 
in these studies. After 96 hours of incubation the 
organism was inhibited by 0-09 to 0-78 yg. of penicillin 
per ml., 12-5 to 200 yg. of aureomycin per ml., or 6:25 
to 50 yg. of streptomycin per ml. 

When infected pigeons were treated with 20 mg. of 
aureomycin at the time of infection and 24 hours later, 
the mortality fell from 100% to nil, but lower doses were 
not effective. A dose of 10,000 units of penicillin, 
repeated after 24 hours, produced similar results. 

In experimentally infected turkeys 100,000 to 150,000 
units of penicillin prevented all deaths, but 100 to 200 mg. 
of aureomycin 24 and 48 hours after infection did not. 
appreciably decrease the mortality rate. 

A. W. H. Foxell 


973. Effect of Neomycin on the Tubercle Bacillus and in 
Experimental Tuberculosis of Guinea Pigs 

W. STEENKEN, E. WOLINSKy, and B. J. BOLINGER. 
American Review of Tuberculosis [Amer. Rev. Tuberc } 
62, 300-306, Sept., 1950. 5 refs. 


The activity of neomycin against streptomycin-sensitive 
and streptomycin-resistant strains of the H37 Rv tubercle 
bacillus was studied in three liquid media: (a) “‘ tween ”’- 
albumin medium (Dubos); (6) synthetic medium 
(Proskauer and Beck); (c) the latter medium with 10% 
beef serum. Test cultures were carried in tween- 
albumin medium: the inoculum was 0:1 ml. of a 10- 
to 12-day culture. Neomycin produced inhibition, in a 
concentration of 0-3 to 0-6 unit per ml. of liquid medium, 
of both strains of micro-organism. The activity of 
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neomycin was only slightly diminished in the presence 
of 10°, beef serum. A neomycin-resistant strain of 
H37 Rv was produced in tween-albumin liquid medium 
containing increasing concentrations of the drug. 
Resistance to 1,000 units of neomycin per ml. occurred 
after seven transfers; this resistance has not diminished 
after 7 months of transfer in neomycin-free medium. 
Neomycin showed a beneficial action on tuberculous 
disease in guinea-pigs infected with streptomycin- 
sensitive and streptomycin-resistant H37 Rv _ micro- 
organisms, but 5,000 units of neomycin once daily was 
slightly less effective than 10 mg. streptomycin once 
daily, when given for 48 days to animals infected with 
the streptomycin-sensitive strain. Streptomycin has a 
beneficial action in guinea-pigs infected with a neomycin- 
resistant strain of H37 Rv micro-organisms. Neomycin 
in doses of 5,000 or 10,000 units, intramuscularly once 
daily, produced progressive weight loss in guinea-pigs. 
[No explanation of how this toxic effect was produced is 
given. ] Kenneth Marsh 


974. Investigations upon Mechanism of Antibiotic 
Activities. II. Action of Streptomycin upon Cellular 
Fractions of the Tubercle Bacillus. (Z badarn nad mech- 
anizmem dziajania antibiotykow. I. Dzialanie strepto- 
mycyny na frakcje komérkowe pratka gruZlicy) 

W. Kuryzowicz, E. MIKULASZEK, and L. Rzucipe£o. 
Polski Tygodnik Lekarski [Polsk. Tyg. lek.] 5, 1084-1089, 
July 24, 1950. 13 figs., 41 refs. 


Streptomycin produces precipitates with nucleoprotein 
and phosphatide fractions of the tubercle bacillus, as 
well as with nucleic acid isolated from this organism. 
The bialogical importance of the above-mentioned 
fractions is generally recognized, and therefore many 
findings on changes in activity and variation of micro- 
organisms under the influence of streptomycin may be 
interpreted in the light of the precipitation phenomenon. 

Streptomycin itself does not combine with the precipit- 
able material and remains in solution at the original 
level. The authors conclude that streptomycin acts 
directly on nucleoproteins and phosphatides of micro- 
organisms; also indirectly, through its action on nucleic 
acid, it gives rise to many variant forms, for example, 
lethal variations and streptomycin-resistant and even 
streptomycin-dependent forms. Between these extremes 
many intermediate forms, with morphological, bio- 
chemical, antigenic, and virulence variations may possibly 
appear. 

The resistance of the tubercle bacillus to streptomycin 
is not a phenomenon of selection, but of variation as a 
result of the interaction between streptomycin and 
bacterial nucleic acid molecules. J. W. Czekalowski 


975. Studies of Terramycin, in vivo and in vitro 
E. A. Buiss, P. T. WARTH, C. A. CHANDLER, and P. H. 
Lonc. Bulletin of the Johns Hopkins Hospital [Buill. 
Johns Hopk. Hosp.] 87, 171-180, Sept., 1950. 1 fig., 
4 refs. 

A series of tests in vivo and in vitro upon terramycin 
are reported, and its general physical properties are 
noted. 


The minimal inhibitory concentrations of terramycin 
were about 4 to 4 those of aureomycin against several 
strains of 12 different genera, except in the case of 
Pseudomonas aeruginosa in which they were ;'5 to 4. 
In the same way the rate of deterioration due to pro- 
longed incubation and changes in pH and temperature 
was studied. Filtration through a Seitz filter pad was 
shown to have no effect on activity. 

A concentration of 20 yg. per ml. sterilized a standard 
culture of Bacterium coli after a time but, if concentra- 
tions up to 10 yg. per ml. were used, a slow initial decline 
in numbers was always followed by growth. Organisms 
surviving after 4 days in 5 yg. terramycin per ml. had 
not become resistant, a decline in activity of the anti- 
biotic over this period accounting for their growth. 
This decline was not greater in contact with Bacterium 
coli than in a control non-inoculated broth. 

Serum levels and urinary excretion were studied in 
2 normal subjects after a dose of 2 g. terramycin hydro-. 
chloride by mouth. The highest serum concentration 
(4 to 5 yg. per ml.) occurred at 2 to 4 hours, and maximal 
excretion at 4 hours, after ingestion. 

Terramycin was more effective than aureomycin in 
protecting mice against Klebsiella pneumoniae and 
Haemophilus influenzae, but less protective against the 
haemolytic streptococcus and the pneumococcus. 

E. A. Brown 


976. Antimycin A, an Antibiotic with Insecticidal and 
Miticidal Properties 

G. S. Kipo and E. SpYHALsKI. Science [Science] 112, 
172-173, Aug. 11, 1950. 2 figs., 2 refs. 


977. Sulfonamide Hematuria. Frequency of Injury to 
the Urinary Tract as Estimated on the Basis of 6,084 
Cases Treated with Different Sulfonamide Preparations, 
{In English] 

N. I. Nissen, K. AAGAARD, and E. FLINDTHANSEN, 
Acta Medica Scandinavica [Acta med. scand.] 138, 301- 
314, 1950. Bibliography. 

Over 6,000 cases treated with sulphonamides’ in 
Frederiksberg Hospital, Copenhagen, are reviewed with 
reference to the incidence of haematuria. The newer 
sulphapyrimidine drugs such as sulfadiazine or sulfa- 
merazine, which are excreted more slowly, have a 
slightly higher tendency to cause renal damage than the 
older, more rapidly excreted types. The lowest incidence 
was found with “ lucosil”’ (sulphamethylthiodiazole); 
out of 3,078 cases, haematuria was demonstrated 
chemically in 2°3%. Children tolerate sulphonamides 
much better than do adults; the incidence of haematuria 
increases with age. In no case was the damage to the 
kidneys permanent. E. H. Johnson 


978. Potentiation of Sulphonamide by ‘‘ L Substance ”’ 
J. W. BiGGeR and G. C. Ware. Lancet [Lancet] 2, 427- 
433, Sept. 30, 1950, 2 figs., 6 refs. 


Bacterium coli grown in a modification of Gale’s 
synthetic medium was very sensitive to the action of 
sulphathiazole, and no turbidity appeared in the presence 
of concentrations above 0°03 mg. per 100 ml. How- 
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CHEMOTHERAPY 


ever, even with 256 mg. per 100 ml., the plating-out of 
loopfuls of the medium showed the presence of viable 
bacteria for at least 48 hours. The effect of sulphathia- 
zole is therefore regarded as “* bacteriofrenic ’’ (growth- 
restraining) rather than bacteriostatic or bactericidal. 

The addition of peptone decreased the effect of sulpha- 
thiazole, but the addition of broth or of | in 20,000 
*lablemco *’ to the medium increased the rate at which 
the bacteria died, and gave sulphathiazole the power to 
kill rather than to restrain multiplication of the organisms. 

This potentiation of sulphathiazole—the L-effect 
was also observed with other meat products, with yeast 
extracts, human serum, and urine, and with haemolysed 
erythrocytes. Human erythrocytes were 16 times as 
effective as horseerythrocytes. Thesubstance responsible 
for this effect (** L-substance ’’) is basic, but has not so 
far been identified with simple alkylamines, arginine, 
lysine, histidine, betaines, guanidines, purines, pyri- 
midines, aneurin, Or tryptamine. It is thermostable and 
is effective as soon as it is added to the medium; it is 
therefore considered to be different from the substance 
responsible for the Harper and Cawston effect (J. Path. 
Bact., 1945, 57, 59). 

L-substance potentiated other sulphonamides besides 
sulphathiazole, but did not potentiate penicillin, strepto- 
mycin, chloramphenicol, or boric acid. It increased the 
bacteriofrenic action of p-aminosalicylic acid without 
making it bactericidal. 

Since L-substance is present in body-fluids, it is 
suggested that the action of sulphonamides in the body 
is a truly bactericidal one; there is no need to invoke 
the “ ordinary defence mechanisms” to explain their 
therapeutic action. L. G. Goodwin 


979. The Mechanism of Action of Sulphones in Lepro- 
matous Leprosy. (Sdbre o mecanismo da terapéutica 
dos derivados sulfonicos na lépra lepromatosa) 

P. R. bE Souza and M. DE Souza Lima. Revista 
Brasileira de Leprologia (Rev. brasil. Leprol.| 18, 59-68, 
June, 1950. 7 figs., 6 refs. 


The authors propound a theory of the mode of action 
of sulphone derivatives in leprosy of the lepromatous 
type which is of no little interest and is supported by 
evidence which they adduce, though its proof would be 
difficult. They agree that these drugs have a certain 
action upon the Mycobacterium leprae, but believe that 
their indirect action by way of the lepra Virchow cell is 
of greater importance. They maintain that the effect 
of the drug on the cell is so to alter its metabolic activities 
that the leprosy bacilli are impeded in growth and survival. 
The changes occurring in the Virchow cells can be well 
seen in lepromatous lesions undergoing retrogression, 
even when no treatment is undertaken, but under the 
influence of sulphones the process is accelerated, the 
nucleus becomes pyknotic, the cytoplasm becomes 
vacuolated and foamy, containing. more or less lipid 
according as the bacilli are few or many, and the bacilli 
themselves show granularity and evidence of breaking up. 

The chief argument in favour of this thesis is that care- 
ful observation of the process demonstrates that the cell 
changes precede the signs of bacillary disintegration. 
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[The article is embellished with some excellent photo- 
micrographs, but the changes would have been more 
easily demonstrated had they been reproduced in colour. 
As it is they are monochrome photographs of stained 
sections and consequently the lipid changes, which are 
the important feature, show up imperfectly.] 
H. Harold Scott 


980. Studies on the Mechanism of Action of Chemo- 
therapeutic Agents in Cancer. I. A Sex Difference in 
Toxicity to the Folic Acid Analogue, 4-Amino-pteroyl- 
glutamic Acid 

A. GOLDIN, E. M. GREENSPAN, B. GOLDBERG, and E. B. 
SCHOENBACH. Cancer [Cancer] 3, 849-855, Sept., 1950. 
1 fig., 22 refs. 


The lethal dose of the folic-acid antagonist, 4-amino- 
pteroylglutamic acid (‘* aminopterin ’’) has been shown 
to be greater for female than for male adult mice. The 
present work deals with the influence of sex and age, 
sex hormones, and ablation of the adrenals or testes on 
the toxicity of aminopterin. 

CFW, CFI, and dba strains of mice were used, both 
weanlings of 4 weeks of age and adults aged 2 to 3 months 
being employed. Aminopterin was administered in 
0-9%, saline, oestradiol dipropionate (5 mg. per kg.) and 
testosterone dipropionate (10 mg. per kg.) in suspension 
in sesame oil, in a volume of vehicle equal to 1% of the 
weight of the mouse. Weight changes and mortality 
were recorded during the 10 days after the administration 
of aminopterin. In adult mice of the CFI and CFW 
strains the lethal dose of aminopterin was twice as high 
in females as in males, but no difference of response due 
to sex was found in immature mice. 

Oestrogen administration increased the tolerance to 
aminopterin of both immature and adult male mice, but 
had no influence on females. Testosterone did not 
influence the toxicity of the folic-acid antagonist in either 
sex. No differential toxicity due to sex was found in 
mice which had undergone bilateral adrenalectomy. 

H. G. Crabtree 


981. Studies on the Mechanism of Action of Chemo- 
therapeutic Agents in Cancer. II. Requirements for the 
Prevention of Aminopterin Toxicity by Folic Acid in Mice 


_E. M. GREENSPAN, A. GOLDIN, and E. B. SCHOENBACH. 


Cancer [Cancer] 3, 856-863, Sept., 1950. 5 figs., 14 refs. 


The quantitative relations of the metabolic antagonism 
between folic acid and “‘ aminopterin ’’ were studied in 
mice of the CFW, C3H, dba, and A strains. Amino- 
pterin was dissolved in normal saline, and folic acid in 2% 
sodium bicarbonate solution, and they were injected 
subcutaneously into the axillary space. The percentage 
mortality was recorded during the 10 days after injection 
of aminopterin. 

Complete protection against a single lethal dose of 
aminopterin (10 mg. per kg.) was obtained by administra- 
tion of folic acid (25 mg. per kg.) either in a series of doses 
before and after the injection of aminopterin or as a 
single dose given one hour before the aminopterin. 
Though considerable antagonism occurred when folic — 
acid was administered from 1 hour to 24 hours before its 
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antagonist, the maximum protection was obtained when 
folic acid administration preceded that of aminopterin 
by one hour only. No protection was obtained when 
folic acid and its antagonist were injected simultaneously 
or when the folic acid was given up to 24 hours after the 
aminopterin, even when the ratio of folic acid to amino- 
pterin was increased from 2-5 to 1 to 10 to 1. 

When the former ratio was retained but larger amounts 
of each substance were administered there was complete 
protection against up to 10 mg. per kg. of aminopterin, 
considerable protection against up to 20 to 30 mg. per kg., 
but only slight protection at 40 mg. per kg., when folic 
acid itself produced toxic symptoms. 

The same ratio of folic acid to aminopterin (2-5 : 1) 
provided protection for an indefinite period in mice 
treated at weekly intervals with supralethal doses of 
aminopterin, but was inadequate when the same doses 
were given at 24- to 48-hour intervals; even larger 
amounts of folic acid could not protect against more than 
two injections of aminopterin given 24 hours apart. 

The mice lost weight to an extent inversely proportional 
to the degree of reversal of aminopterin toxicity induced 
by folic acid administration, and when reversal was 
complete (folic acid injected one hour before amino- 
pterin) there was no loss of weight or other symptom of 
toxicity. 

Possible interpretations are put forward of the findings 
that the degree of protection induced by folic acid was 
intimately related to the time of its administration with 
respect to that of, its antagonist. H. G. Crabtree 


982. Studies on the Mechanism of Action of Chemo- 
therapeutic Agents in Cancer. III. Relationship of Genital 
Growth Response in Mice to the Folic Acid Analogue, 
4-Amino-pteroylglutamic Acid 

FE. B. SCHOENBACH, A. GOLpIN, and E. M. GREENSPAN. 
Cancer [Cancer] 3, 864-870, Sept., 1950. 3 figs., 9 refs. 


The effects of 4-aminopteroylglutamic acid (“* amino- 
pterin”’) and folic acid administration on the growth 
stimulation induced in the genital organs of CFW and 
CFI strains of mice by oestrogenic and androgenic sub- 
stances are described. Oestrogen in water, oestrogen in 
corn oil, stilboestrol, oestradio! dipropionate, and testo- 
sterone dipropionate were used in different experiments. 

Seven types of experiment were made, in which amino- 
pterin and one of the hormones were injected in variable 
amounts, and in single or divided doses, over varying 
periods up to 6 days. The maximum dose of amino- 
pterin was 5 mg. per kg., and of hormone 10 mg. per kg. 
The wet weights of the uterus, ovaries, and oviducts in 
females, and the seminal vesicles in males, measured 
2 days after treatment had ended, were used in assessing 
the response. 

The oestrogen-induced growth response of the female 
genital tract and androgenic growth-stimulation of the 
seminal vesicles were not significantly inhibited by 
administration of aminopterin or folic acid in the mouse. 
These negative results are contrasted with observations 
made by other workers, who have reported inhibition of 
oestrogen-induced growth by folic-acid antagonists in 
other species of animals. H. G. Crabtree 


BLOOD TRANSFUSION 


983. Effect of Infusions of Citrated Plasma on the 
Plasma Citrate Level of Infants 

R. Ames, I. SyitmM, and S. Rapoport. Pediatrics 
[Pediatrics] 6, 361-370, Sept., 1950. 3 figs., 10 refs, 


In infants receiving transfusions of citrated plasma, 
especially when given rapidly or in large quantities, the 
plasma citrate fevel was found to be increased up to 
10 or even 30 times the pretransfusion level. Transient 
mild changes in the electrocardiogram, consisting. of a 
lengthening of the Q-T interval, were also seen, but there 
was a lack of parallelism between these changes and the 
plasma citrate level, indicating a possible compensatory 
mechanism. Clinical observations suggested that several 
of the patients developed incipient tetany, and one infant 
suffered a nearly fatal f€action consisting of temporary 
arrest of respiration with extensor spasm of limbs, 
Calcium was not administered in this case, although it 
was calculated that there was a considerable decrease in 
calcium ion concentration. Experimental studies have 
shown that convulsions and respiratory and circulatory 
changes occurring in animals to which citrate had been 
given are primarily due to diminished ionization of blood 
calcium. M. Baber 


984. Preservation of the Specific Agglutinability of Human 
Red Blood Cells 

R. L. WaLL, M. JAYNe, and J. BEAUCHAMP. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med. 
36, 378-390, Sept., 1950. 4 figs., 2 refs. 


The authors studied the longevity of the specific 
agglutinability of erythrocytes preserved in modified 
Alsever solution (dextrose 2-05°,, sodium chloride 
0-42°,,, trisodium citrate 0-055°,) against a variety of 
specific antisera. Titrations were performed by the 
test-tube centrifugation and slide techniques. 

In tests on 6 different specimens representative of the 
ABO types over 2 months there was no falling off in 
titre; over 132 days there was an appreciable fall in 
titre only for the A2 agglutinogen as shown by the 
tube method, and no fall in the antigen level over 110 
days as shown by the slide method, which, however, is 
considered less sensitive. 

With 6 samples of blood representative of the Rh 
types, only the cells containing the C (rh’) agglutinogen 
deviated from the control range over 83 days. It is 
concluded that preservation of human erythrocytes in 
sterile modified Alsever solution is satisfactory as 
regards their subsequent use in either ABO or Rh 
haemagglutination tests for a period of at least 2 months. 

Harold Caplan 


985. Blood Exchange in Replacement Transfusions. 
I. Theoretic Considerations 

L. R. WASSERMAN and L. SHARNEY. Blood [Blood] 5, 
925-937, Oct., 1950. 4 figs., 9 refs. 


986. The Rate of Red-cell Exchange in Replacement 
Transfusions 

N. VEALL and P. L. MOoLLison. Lancet [Lancet] 2, 
792-797, Dec. 16, 1950. 3 figs., 8 refs. 
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Radiology 


987. Blood-pressure Changes during Angiocardiography 
HowaRTH. British Medical Journal {Brit. med. J.] 2, 
1090-1091, Nov. 11, 1950. 4 figs., 2 refs. 


Continuous blood-pressure records were obtained in 
6 cases during angiocardiography. There was a con- 
spicuous fall in blood pressure in every case.—[Author’s 
summary. ] 


988. The Study of Normal and Pathological Organs by 
Means of Radio-opaque Plastic and Stereoscopic X-ray 
Films 

B. A. DorMER and K. WEINBREN. British Journal of 
Radiology [Brit. J. Radiol.) 23, 612-613, Oct., 1950. 
2 figs., 2 refs. 


989. Localization of Radioactive Colloids in Lymph 
Nodes - 

L. A. WALKER. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 36, 440-449, Sept., 1950. 
1 fig., 8 refs. 


The author, working at the Donner Medical Physics 
Laboratory, California, studied the uptake by lymph 
nodes of yttrium colloids “*C” and ** E” labelled with 
radioactive yttrium (°°Y). When injected subcutaneously 
into rabbits the colloids did not leave the injection site. 
Injection into a lymphatic, however, resulted in selective 
localization of the radioactive colloid in the lymph 
nodes draining the area. This localization was most 
marked with the “*E” colloid, which had ‘the higher 
molecular weight. It is suggested that this technique 
may be of use for irradiation of the lymph nodes in 
conditions such as Hodgkin’s disease, lymphosarcoma, 
and breast carcinoma with lymph-node ‘metastases. 

G. Ansell 


990. The Use of Radioactive Iodine, Radioactive 
Phosphorus, and Radioactive Sodium in the Determination 
of Cerebral and Muscle Clearance 

J. B. BOATMAN, T. R. KENDRICK, F. R. FRANKE, and 
C. Moses. Journal of Laboratory and Clinical Medicine 
{J. Lab. clin. Med.] 36, 456-459, Sept., 1950. 4 refs. 


Kety (Amer. Heart J., 1949, 38, 321) has used the 
“clearance’’ of radioactive sodium from muscle in 
human beings as an indication of the rate of blood flow 
in the muscles. In this study the authors extended the 
method to rats and compared the clearance of radio- 
active iodine (1311), radioactive sodium (24Na), and radio- 
active phosphorus (32P) from muscle and brain tissue. 
The radioactive material was injected in a volume of 
0-025 to 0-05 ml. to a depth of 2 to4 mm. A shielded 
Geiger counter was then placed over the injection site 
and readings were taken at 1-minute intervals. The 
“clearance *’ was expressed as the percentage of the 
maximum activity remaining after 5 and 10 minutes. 
The clearance was most rapid in the first 5-minute period 


in both muscle and brain. Radioactive iodine was 
cleared most rapidly and radioactive phosphorus least 
rapidly. G. Ansell 


991. Leukemia in Radiologists in a 20 Year Period 
H.C. Marcu. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 220, 282-286, Sept., 1950. 21 refs. 


The experimental work relating to the increased 
incidence of leukaemia in mice exposed to x-irradiation 
is reviewed. Results of an analysis of mortality 
data for physicians obtained from the Journal of the 
American Medical Association for the period 1944-48 
inclusive, when added to the author's figures for the 
previous 15 years, reveal that during the whole 20-year 
period leukaemia was reported as occurring more than 
nine times as frequently in radiologists as in other 
physicians. A. Brown 


RADIOTHERAPY 


992. Pulmonary Metastatic Lesion Successfully Treated 
with Radio-active lodine. Report of a Case of Pulmonary 
Metastasis from a Papillary Adenocarcinoma of the 
Thyroid 

A. S. FREEDBERG, A. L. Ureves, M. F. Lesses, and 
S. L. GaraGitt. Journal of the American Medical 
Association [J. Amer. med. Ass.| 144, 16-19, Sept. 2, 
1950. 3 figs., 25 refs. 


A 12-year-old boy had had a malignant nodule in the 
right lobe of his thyroid for 3 months. There was no 
infiltration of surrounding tissues and no evidence of 
metastases or thyrotoxicosis. A right hemithyroidectomy 
was performed in 1946 and followed by a course of deep 
x-ray therapy (3,850 r). The tumour was encapsulated, 
but section showed an adenocarcinoma with invasion of 
the tumour capsule. One year later, the patient noted 
right-sided chest pain, and radiography revealed an 
opacity in his right lower lobe. This was observed for a 
further 12 months during which time it gradually in- 
creased in size, reaching a diameter of 1-5 cm. A tracer 
dose of 1-8 mc. of radioactive iodine ('311) showed 
uptake in the thyroid and in the pulmonary lesion, 79%; 
of the iodine being excreted in the urine in 72 hours. A 
therapeutic dose of 78 mc. of !3!I was then administered. 
Three weeks later the metastasis had decreased in size 
and in 2 months it had disappeared. Six weeks after 
this therapeutic dose the patient had become myxoede- 
matous; of a further dose of 51 mc. 13!I administered 
at this time 99% was excreted in the urine within 72 hours. 
The thyroid uptake of this dose was 6% at 24 hours and 
0-3% at 12 hours. No increase in radioactivity could be 
demonstrated in the chest. A third dose of 8 mc. 1311 
was given 34 months after the first therapeutic dose. 
Of this 99% was excreted in 72 hours, with no concentra- 


251 


_| 

y 

it 

n 

y 

n 

d 

n 

of 

J 

ic 

d 

le 

of 

le 

1e 

in 

in 

1e 

is 

h ; 

is 

in 

1S 

iS. 

S, 

nt 

2, 

|| 


252 RADIOLOGY 


tion in the neck or chest. Replacement therapy with 
thyroid extract was then commenced. In January, 1950, 
12 months after the first therapeutic dose of radioactive 
iodine, there was no evidence of recurrence and the 
patient was clinically well and of normal sexual maturity. 
G. Ansell 


993. The Curability of Sarcoma by X Rays. Observa- 
tions on 1,113 Cases of Sarcoma Treated at Ziirich between 
1919 and 1948, (R6ntgenkurabilitat der Sarkome. 
Ziircher Beobactungen an 1113 Sarkomfallen 1919- 
1948) 

A. Hocu. Oncologia (Oncologia, Basel] 3, 129-140, 
1950. 2 figs., 7 refs. 


The term “sarcoma ”’ is here liberally interpreted as 
including nearly every malignant tumour not definitely 
carcinomatous, tumours of the nervous system, however, 
being excepted. Cases of sarcoma in this sense totalled 
1,113 and formed 13-2% of all cancer cases treated at the 
Radiotherapy Clinic of the University of Ziirich between 
1919 and 1948, some of them being treated surgically 
inaddition. The 5-year survival rate was 15% (161 cases). 
In 69% of all cases of sarcoma, and in 60° of those with 
5-year survival, x-ray treatment only was given. The 
largest age-groups were in middle age (40 to 60), and the 
number of patients in the eighth decade (72) exceeded 
that in the first (68). (It is pointed out that cases of 
medulloblastoma—here excluded—form a high propor- 
tion of cases of cancer in childhood.) The number of 
males exceeded that of females (60°, : 40%). Mortality 
in the first year after treatment was 57:2%. The survival 
rate was 15% at 5 years, 7% at 10 years, 2% at 15 years, 
and 1°% at 20 years, 86°5% of those patients surviving 
5 years being symptom-free. Hodgkin’s disease and 
leukaemia were the most important diseases numerically, 
accounting for 285 cases and 170 cases respectively out 
of the total of 1,113; details of histological and anatomi- 
cal distribution are given. J. Walter 


994. Treatment and Prognosis of Primary and Secondary 
Osteogenic Sarcoma. (Therapie und Prognose des 
primaren und sekundaren osteogenen Sarkoms) 

K. Hout. Oncologia [Oncologia, Basel] 3, 163-191, 
1950. 8 figs., 8 refs. 


In the 30-year period 1919-49, 30 cases of osteogenic 
sarcoma were referred to the Radiotherapy Clinic of the 
Ziirich Central Hospital for treatment. They are divided 
into a “ primary ”’ group containing 8 cases of chondro- 
sarcoma, 9 of osteosclerotic sarcoma, 6 of osteolytic 
sarcoma, and 1 of spindle-cell sarcoma, and a “ secon- 
dary ’’ group containing 4 cases of Paget’s sarcoma and 
2 of malignant osteoclastoma. The age of maximum 
frequency was 10 to 20 years (13 cases). The principal 
sites were the metaphyses of long bones, the vertebrae, 
and the pelvis, in that order. Regional lymph-node 
metastasis was found in3 cases. Early blood spread was 
the rule, even in histologically well-differentiated types; 
77% of patients died with intra-thoracic secondaries. 
Clinical summaries are given. Treatment was with 
x rays, 2,000 to 17,000 r being given by protracted 
fractionation. On the whole, radiosensitivity was only 


slight. For the osteosclerotic, Paget’s, spindle-cell, ang 
osteoclastomatous types, primary amputation is advised 
if possible, with post-operative irradiation of the stump, 
though the sensitivity of these types is slight. Chondro. 
sarcoma is a little more radiosensitive and, if growth js 
rapid, pre-operative irradiation should be given; other- 
wise primary surgery and post-operative irradiation is 
advised. The osteolytic type is relatively radiosensitive, 
and pre-operative irradiation is advised in such cases: 
if the tumour proves sensitive, operation may be post- 
poned; if not, amputation and post-operative irradia- 
tion should be carried out. Early treatment is important, 
because of early metastasis. The prognosis is extremely 
bad and has not improved in the last 30 years. Of the 
30 patients, 15 died within 6 months; there were two 
5-year and no 10-year survivors. J. Walter 


995. Changes in the Radiographic Appearances of 
Metastatic Deposits in Bone after Radiotherapy. 
(L’evoluzione del quadro radiografico delle metastasj 
ossee sottoposte a radioterapia) 

A. Perussta. Tumori [Tumori] 24, 166-189, 1950, 
14 figs., 11 refs. 


It has long been known that radiotherapy causes 
improvement of the clinical symptoms and change in 
the radiological appearances of osseous metastases. The 
author attempts to correlate certain standard radio- 
logical appearances of bone metastases with therapeutic 
standards. For this purpose he reviews 350 cases of 
Osseous metastases treated with x rays and bases his 
conclusions on a large fraction of this number. A 
series of cases of osseous metastases of prostatic or mam- 
mary carcinoma treated with x rays and/or endocrine 
preparations was too small to justify drawing any 
conclusions. Alterations in radiological appearances 
after radiotherapy depend on the type of metastasis, and 
therefore metastases were divided into osteolytic and 
osteoplastic ones. 

Osteolytic metastases are normally secondary to 
carcinoma of the breast. Radiotherapy causes clinical 
and radiological arrest or improvement. In either case, 
the clinical symptoms and radiological appearances are 
related. The stages of the process of healing are: 
(1) re-calcification beginning in the cancellous bone, 
which is originally irregular; (2) sclerosis; (3) restora- 
tion of bone contour; (4) restoration of regularity of 
bone trabeculation. Changes, however, may occur in 
the bone which are not due directly to the tumour but to 
mechanical factors. In bones only slightly exposed to 
these factors (scapula, ilium) restoration of the shape of 
the bone is almost perfect. In generalized osteolytic 
processes radiotherapy is followed by a general increase 
in the calcium content and of trabeculation of bone. 
Some multiple osteolytic metastases from an untreated 
or recurrent primary tumour show no appreciable im- 
provement after radiotherapy. Sometimes the bene- 
ficial influence of radiotherapy is only transient; the 
intermediate radiograph may reveal complete sclerosis, 
while a later one shows new osteolytic foci, giving rise to 
a peculiar (“* Pagetoid ’’) appearance of the bone. This 
appearance is characteristic of cases of metastases of 
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mixed type (osteolytic and osteoplastic). Diagnosis is 
difficult in these cases, and careful review of all available 
radiographs is necessary. The author observed that if 
osteolytic metastases were treated by combined radio- 
therapy and hormone therapy and new metastases 
developed, the latter differed in character from the 
original ones, being of mixed character with an appre- 
ciable osteoplastic component. 

The great majority of osteoplastic metastases, or 
metastases of mixed character with appreciable osteo- 
plastic component, are due to carcinoma of the prostate. 
Radiotherapy offers sustained clinical improvement with 
disappearance of pain, but there is no change in radio- 
logical appearance; there isno decrease in extent of the 
lesions, or change in the structure. The progress of 
such metastases after radiotherapy does not differ from 
that in the absence of such treatment, except for the time 
factor. In cases of mixed type, radiotherapy causes 
increase in the osteoplastic component. Endocrine 
treatment gives similar results. Complete regression of 
radiological manifestations is, however, rare and 
temporary. Radiotherapy and hormone treatment may 
accentuate the osteolytic component and aggravate 
symptoms. This change should be not interpreted as 
an improvement in radiological appearances. 

Radiological appearances of osteolytic metastases 
depend on two processes, invasion of bone by neoplastic 
cells and reaction of the surrounding osseous tissue. The 
latter may form the osteoplastic component in metastases 
of mixed type. Every sign of re-calcification of bone 
after radiotherapy should be regarded as_ beneficial. 
Restoration of bone structure is the ideal result. This 
should apply also to osteoplastic metastases. Increased 
calcification in cases of osteoplastic metastases is in fact 


a spontaneous re-calcification. The apparent lack of . 


improvement in osteoplastic metastases after radio- 
therapy is notarealone. The author warns of the fallacy 
of “ clearing” of osteoplastic metastases. Decrease in 
density of such metastases is invariably the sign of 
further neoplastic invasion. It is clear that improvement 
and healing of osteolytic metastases can be evaluated on 
the evidence of serial radiographs, while no conclusion 
about progress of osteoplastic metastases may be drawn 
from radiographs. L. G. Capra 


996. Irradiation of the Whole Body in Dermatology. 
(Uber Ganz- oder Fernbestrahlung in der Dermatologie) 
W. SCHNEIDER. Strahlentherapie [Strahlentherapie] 82, 
597-606, 1950. 3 figs., 30 refs. 

The author discusses indications for the irradiation of 
the whole body (or long-distance irradiation) in dermato- 
logy, and the results of such therapy. This treatment was 
envisaged by Dessauer in 1905, but he suggested far too 
high a dose. Treatment was first applied in 1925 in 
cases of leukaemia, with good results. Teschendorf 
worked out the dosage, the total dose depending on the 
result of repeated blood examinations. Fuss was the 
first (in 1929) to employ irradiation of the whole body in 
skin diseases. Good results were obtained in cases of 
furunculosis, post-arsphenamine dermatitis, eczema, and 
psoriasis. Bode, who also employed this method in 1937, 
Stressed the need for extreme caution. 


The author agrees that dosage must be low (5 to 10 r, 
twice a week). He uses a half-value layer of 0-65 mm. Cu 
and a skin-focus distance of 180 cm. He does not con- | 
sider youth to be a contraindication to this treatment. 
Best results were obtained in cases of generalized senile 
pruritus, and in psoriatic and seborrhoeic erythrodermias 
in elderly people. In his experience the damage to the 
blood and reproductive cells caused by x rays is much 
less in the elderly. The changes in the blood (especially 
those occurring during a first series of irradiations) are 
adaptation changes only, and there is no tendency to 
leucopenia. Examination of the blood is especially 
important at the beginning and end of every irradiation 
series. 

In cases of pruritus, itching disappears completely 
after this treatment. The erythrodermal changes also 
disappear, but much more slowly. By the end of treat- 
ment, itching and eosinophilia have subsided equally, 
but they do not diminish at the same rate. 

Irradiation of the whole body should not be regarded 
as an extended or modified large-field technique. The 
special effects of this method are an influence on the skin 
capillaries and capillaries in internal organs and on the 
autonomic nervous system. 

In cases of localized aleukaemic lymphadenoses of the 
skin, local close-range irradiation (Chaoul) is preferred, 
but in generalized cases local-field irradiation or 
‘“* segmental ”’ irradiation of the whole body should be 
employed. The results of such treatment in these cases 
have yet to be assessed. L. G. Capra 


997. A System of Dosage Estimation for the Tangential 
Irradiation of the Breast without Bolus 

K. H. Crarke. British Journal of Radiology [Brit. J. 
Radiol.| 23, 593-597, Oct., 1950. 5 figs. 


998. Preparation of Radioactive Glass Beads 
W. Kiusteceski, G. and A. M. Bruges. Science 
[Science] 112, 400-402, Oct. 6, 1950. 4 figs., 3 refs. 
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999. The Radiology of Cerebral Aneurysms. (Radio- 
logie des anévrysmes cérébraux) 

L. CuristopHe. Acta Neurologica et Psychiatrica 
Belgica {Acta neurol. psychiat. belg.] 50, 465-524, Sept., 
1950. 29 figs., bibliography. 

In this comprehensive article the author reviews the 
radiological investigation of cerebral aneurysms. At 
considerable length, comparison is made of the numerous 
varieties of opaque media, and it is concluded that 
** umbradil ” in 35°, strength is the most suitable agent 
at present available, but that the perfect medium has yet 
to be discovered. Much stress is rightly placed on the 
work of Broman and Olson in this connexion. 

The open and blind methods of carotid injection are 
described and compared, and a detailed account is given 
of the mechanically-controlled injection method used by 
the author, by which an even rate of injection is assured. 
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By appropriate electrical linkage the plunger is used to 
set off the x-ray exposure, in order that films may be 
secured at the same phase of injection in each patient. 
The author discusses the various methods so far evolved 
to secure serial x-ray exposures in cerebral angiography. 
The clinical aspects of aneurysms of the cerebral 
arteries are dealt with, and the varying types and sites of 
aneurysm are illustrated. A detailed description is 
given of carotid-cavernous aneurysms, with illustrations 
of the various paths of blood flow, the study of which is 
necessary before the sites of ligation can be determined. 
{The reproduction of some of the radiographs is 
unfortunately not of the best quality and the value of 
this excellent article is thereby somewhat impaired. The 
review is completed by a very comprehensive biblio- 
graphy.] R. A. Kemp Harper 


1000. A Comparison between Angiopneumography and 
Bronchospirometry. (Estudio comparative entre la 
angioneumografia y la broncoespirometria) 

R. Rimint, R. BurRGos, J. DUOMARCO, A. RODRIGUEZ, 
J. P. Sapriza, and G. H. Surraco. Hoja Tisiolégica 
[Hoja tisiol.] 10, 255-272, Sept., 1950. 11 figs., 18 refs. 


After a short survey of the history of angiopneumo- 
graphy the authors describe the results of a comparative 
study of angiopneumographic and bronchospirometric 
methods in 22 cases of pulmonary disease. These 
included 2 cases after thoracoplasty, 5 of pachypleuritis, 
4 of bilateral tuberculosis, and 6 cases of pneumothorax. 

The technique used consisted of the injection into an 
arm vein of 40 ml. of a 70% solution of an iodide. The 
injection was introduced rapidly, in 14 seconds, with a 
Jarge-bore needle. The serial changer used was a hori- 
zontal one, hand-driven and allowing an interval of 0-7 
second between the exposures. The authors admit that 
a vertical mechanical serial changer is an advantage. 
All cases were tested for iodine sensitivity beforehand. 
In 160 cases the authors experienced no accidents. 

In normal cases the arterial tree of the lung was seen 
in the first plate; the venous circulation was seen in the 
second plate, and became most distinct in the last plates. 
In pathological conditions local alterations of the 
vascular tree were noted, and also any departure from 
the normal time interval as the circulation proceeds 
through the lung. 

A study of the figures for oxygen consumption in the 
diseased lung as obtained by bronchospirometry showed 
a close relation to the results obtained by angio- 
pneumography. The authors consider that angio- 
pneumography is simple to perform and less inconvenient 
to patients than bronchospirometry, and permits an 
appreciation of the functional deficit of a lung or part 
thereof. J. J. Giraldi 


1001. Localization of Intrathoracic Lesions by Means of 
the Postero-anterior Roentgenogram 

B. FeLson and H. Fetson. Radiology [Radiology] 55, 
363-373, Sept., 1950. 13 figs., 7 refs. 


The method described by the authors for the location 
of intrathoracic tumours is based on the assumption that 
an intrathoracic lesion contiguous with a border of the 


heart or aorta will obliterate that border, and the term 
*“* silhouette sign’? is used to indicate the presence of 
such obliteration on the radiograph. The method has 
been applied in 84 cases and accurate location obtained 
in nearly every instance. A. Orley 


1002. Stills from a Roentgen Kinematographic Film of 
Contrast Visualization of the Cardiac Chambers and Great 
Vessels in Congenital Heart Disease. (Ein réntgen- 
kinematographischer Film tiber die Kontrastdarstellung 
der Herzbinnenraume und der grossen Gefasse bej 
angeborenen Herzfehlern) 

R. JANKER. Archiv fiir klinische Chirurgie [Arch. klin, 
Chir.] 266, 322-348, 1950. 30 figs. 


1003. Upper Gastro-intestinal Examination after Gastric 
Surgery 

H. R. ZatTzkKiN and A. Riera. Radiology {Radiology} 
55, 193-206, Aug., 1950. 7 figs., 35 refs. 


The authors review the various types of gastric opera- 
tion, in particular the several types of simple gastro- 
enterostomy, gastric resection combined with gastro- 
enterostomy, anastomosis between oesophagus and 
stomach or small intestine, gastro-pancreatico-duodenec- 
tomy, vagotomy, and miscellaneous procedures such as 
pyloroplasty, local excision of ulcer, and gastrotomy, and 
describe the radiological findings in cases in which one of 
the first four of these surgical procedures had been carried 
out. The clinical details and radiological findings in 143 
such cases are analysed and the authors describe their 
radioscopic procedure. They stress the importance of 
familiarity by the radiologist with the various types of 
anastomosis which may be encountered. They further 
suggest that all patients subjected to gastric surgery 
should have a radiological examination soon after the 
operation. A. Orley 


1004. The Diagnosis of Benign or Malignant Niches. (A 
propos du diagnostic des niches bénignes ou malignes) 
R. A. GUTMANN. Archives des Maladies de Il’ Appareil 
Digestif [Arch. Mal. Appar. dig.] 39, 757-783, July—Aug., 
1950. 30 figs., 1 ref. 


The author has long stressed that in a proportion of 
gastric carcinomata growth is slow, and that with ex- 
perience a correct diagnosis can be made at a time when 
there is a good chance of surgical cure. At present these 
early lesions are either missed completely or incorrectly 
diagnosed as simple peptic ulcers. Hence the majority 
of cures of gastric cancer are obtained by surgeons who 
perform an enormous number of unnecessary gastrecto- 
mies for innocent lesions which could be cured by 
medical treatment. The author objects to the ideas of 
Gueret and Lambling, which he considers behind the 
times. It is impossible to know anything about early 
cancer until it is successfully diagnosed. The primary 
classification of niches into those of meniscus type 
inside the line of the lesser curve and those of the com- 
mon projecting type is unpractical. When the distinc- 
tion between the two types is obvious, the lesion is usually 
advanced and there is little hope of surgical cure. Many 
cancerous ulcers project beyond the lesser curve and in 
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many other cases it is impossible to see the line of the 
lesser curve and hence to say whether the lesion is an 
ulcerative neoplastic plaque or a simple ulcer with the 
surrounding mucosa heaped up and oedematous. 

Some lesions are obviously cancerous, just as some are 
obviously benign. A round regular niche joined to the 
body of the stomach by a narrow neck and with a rounded 
border due to oedematous mucosa must be benign, at 
any rate when it is above the angulus. The narrow neck 
is produced by a circular spasm of the muscularis 
mucosae and its presence proves that surrounding tissue 
is supple. The difficult problem is the small or flat 
sessile niche. Each case must be studied individually 
and often the final diagnosis should only be made after 
a therapeutic test. 

[The author uses exuberant and imaginative metaphors 
to describe fine differences between x-ray appearances. 
He admits that he has deliberately avoided conventional 
scientific methods of exposition, and that he has preferred 
the striking phrase which sticks in the memory. Un- 
fortunately his metaphors suffer in translation and hence 
he complains that he is misrepresented outside France. 
The value of his work lies in the fact that he has always 
insisted on the most detailed possible views of the ulcer 
niche: when an ulcer is subsequently proved to be 
malignant it is possible to look at the early films again 
and to see whether an avoidable mistake has been made. 
Until other radiologists follow the same technique and, 
with the co-operation of clinicians, follow up large series 
of cases of gastric ulcer it will be impossible to assess 
statistically the importance or otherwise of many of his 
ideas. } Denys Jennings 


1005 (a). Lesser Peritoneal Sac Perforation Complicating 
Benign Peptic Ulcer. II. A Clinical and Roentgenologic 
Study 

M. FELDMAN. Gastroenterology [Gastroenterology] 15, 
689-695, Aug., 1950. 3 figs., 5 refs. 


A questionary sent to 350 leading American gastro- 
enterologists produced details of 57 cases of perforation 
into the lesser sac. In one hospital as many as 10 cases 
had been observed and in another series of 1,583 surgically 
proven cases of peptic ulcer there were 16 of perforation 
into the lesser sac, but most replies stated that no such 
cases had ever been seen. At the Sinai Hospital, 
Baltimore, 101 cases of peptic ulcer were found in 1,502 
consecutive necropsies, none of which involved the lesser 
sac, but among 20 cases of gastric carcinomata in the 
same series there were 2 perforating into the lesser sac. 

Only 2 of the 57 lesser-sac perforations were diagnosed 
as such and only 31 as perforations pre-operatively. The 
symptoms in such cases are mild and variable, so. that 
x-ray studies are essential for diagnosis. Lateral 
views with the patient both prone and supine, and with 
a horizontal x-ray beam, should lead to a definite diag- 
nosis. The shadow of gas and fluid encapsulated in the 
lesser sac, in theory at any rate, has a distinctive outline. 
If the foramen of Winslow is patent and air escapes into 
the greater sac, interpretation is more difficult. In cases 
of chronic perforation pressure on the posterior wall of 
the barium-filled stomach may be noted. 


[No radiographs are reproduced and hence the dis- 
cussion gives the impression of being theoretical, the 
expected x-ray appearances being illustrated in diagram- 
matic drawings.] Denys Jennings 


1005 (6). Lesser Peritoneal Sac Perforation Complicat- 
ing Gastric Carcinoma. III. Report of 2 Cases 

M. FELDMAN and T. WEINBERG. Gastroenterology 
[Gastroenterology] 15, 696-698, Aug., 1950. 3 refs. 


In this paper the authors describe in detail the 2 cases 
of carcinomatous perforation into the lesser sac men- 
tioned in the previous paper (see Abstract 1005 (a) ). In 
the first of these a 67-year-old woman dying about 
6 weeks after the first onset of symptoms was found at 
necropsy to have a widespread carcinoma of the posterior 
stomach wall, which infiltrated into the retroperitoneal 
tissue and into the base of the left lung. There was a 
small exudate in the lesser sac. In the second case, a 
man of 62 was admitted as an acute emergency with a 
history of severe abdominal pain and vomiting for 3 days. 
There was no previous history of indigestion, but he had 
been losing weight for 6 months. A plain radiograph in 
the supine position revealed nothing abnormal, but at 
operation general peritonitis was found. Necropsy - 
showed a large, polypoid, fungating tumour of the 
posterior wall perforating into the Jesser sac. 

Denys Jennings 


1006. Examination of the Stomach by ‘’ Oil Contrast ” 
C. Gtanturco. Radiology [Radiology] 55, 174-177, 
Aug., 1950. 10 figs. 

The author describes a ‘‘ double-contrast *’ method of 
radiological examination of the stomach, in which oil 
is used to provide double contrast instead of air. It 
consists in the administration of 3 fluid ounces (85 ml.) 
of a mineral oil following the ingestion of a similar 
quantity of barium suspension. The procedure is stated 
to be particularly useful for the examination of those 
gastric regions which cannot be investigated by means of 
the compression technique, such as the higher portions of 
the body and fundus. A. Orley 


1007. Pharmacoradiography of the Stomach. (Pharma- 
cordiografi af ventriklen) 

T. Rasmussen. Nordisk Medicin [Nord. Med.| 44, 
1563-1567, Sept. 29, 1950. 2 figs., 10 refs. 

An account is given of further examinations with 
morphine and ipecacuanha, as reported in Nordisk 
Medicin 1949, 41, 980. The new investigations comprise: 
128 patients, who were given morphine intravenously, 
prostigmine intramuscularly, morphine+ prostigmine 
intramuscularly (in the same syringe), and atropine + pro- 
stigmine subcutaneously, as well as a few other medica- 
ments. Ten points were set up, representing the pro- 
perties required of the medicaments employed. The 
object was to find a medicament that would facilitate the 
stomach examinations by increasing the tonus and peri- 
stalsis in cases where diagnosis was made difficult by 
atonia, failure of peristalsis, stenosis or infiltrations with 
uncertain dimensions. 

The effect and side-effects of the different medicaments 
are described. Morphine citrate, 0-5 cg. intravenously 
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produced the desired effect in almost 100%, but quite 
often caused unpleasant side-effects. With prostigmine, 
0-5 mg. intramuscularly, an effect was obtained in only 
about two-thirds of the cases, but there were no side- 
effects. Morphine hydrochloride 0-5 cg.+prostigmine 
0-5 mg. intramuscularly, when injected in the same 
syringe, was almost invariably effective, but produced 
the same side-effects as morphine alone. Atropine 
sulphate 0-6 mg.+-prostigmine 0-5 mg. subcutaneously, 
also in the same syringe, did not cause any side-effects, 
and had an effect on the tonus and peristalsis in nearly 
all the cases examined; furthermore, it caused a dilatation 
of the bulbus duodeni, resulting in better filling and a 
better passage through the pylorus. The effect com- 
menced after about 5 to 10 minutes, reached the maximum 
after 20 minutes (15 to 25 minutes), and ceased after 
30 to 60 minutes. This medication was found to be the 
most suitable for the purpose.—[Author’s summary. ] 


1008. Radiological Features of Jackson’s Membrane 

F. GREENWoop and E. SamueL. British Journal of 
Radiology (Brit. J. Radiol.| 23, 485-489, Aug., 1950. 
7 figs., 4 refs. 


The anatomy of Jackson’s membrane and the radio- 
logical appearances to which it may give rise are described 
and the conflicting views on its development discussed. 
It is generally agreed that its presence causes no symp- 
toms, though the authors are of the opinion that it may 
limit the distensibility of the colon. A single case 
history is reported. A man aged 66 complained of 
general loss of health and of indigestion for 3 months. 
The motions had been black in colour from time to time. 
The patient was pale and cachectic, but otherwise the 
physical examination was negative except for some 
external piles. The results of x-ray examination with 
barium meal and follow-through were negative; the head 
of the barium column reached the splenic flexure in 
6 hours. The barium-enema study showed diverticula in 
the sigmoid and “ considerable delay and narrowing of 
the bowel lumen at the junction of the ascending colon 
and caecum ’’. The mucosa was rather smoother than 
usual, but there was no suggestion of mucosal destruc- 
tion or of any tumour mass invading the bowel lumen. 
An exploratory laparotomy was performed, apparently 
because it was felt that a scirrhous carcinoma could 
not be excluded, and Jackson’s membrane was found to 
be pressing upon the colon. The abdomen was closed 
without dividing the membrane. 

[The rest of the paper is taken up with a textbook 
discussion of the x-ray diagnosis of various lesions in the 
right iliac fossa. The correct diagnosis and subsequent 
course in the present case are not mentioned.] 

Denys Jennings 


1009. Clinical Evaluation of X-ray Pelvimetry. A 
Study of 1,000 Patients in Private Practice 

I. Dyer. American Journal of Obstetrics and Gynecology 
[Amer. J. Obstet. Gynec.) 60, 302-314, Aug., 1950. 
6 figs., 5 refs. 


The author records the results of x-ray pelvimetry in 
1,000 private patients (850 primigravidae and 150 multi- 


parae) delivered under ideal hospital conditions. Every 
one of the patients was subjected to examination either 
by the Johnson stereoscopic method (880 cases) or by 
the Snow technique (120 cases); cephalometry was 
carried out by the Ball method. Contraction was found 
in 32 cases at the inlet, in 197 at the midplane, and in 
17 at the outlet. As outlet contraction was never found 
alone and contraction of the inlet was found to present 
no great clinical problem, the cases of midplane contrac- 
tion were studied in particular detail. The critica] 
values observed were 9-4 cm. for the bi-ischial diameter, 
a Mengert index of less than 84, and a transverse- 
posterior-sagittal index of less than 13-3 cm., but there 
were exceptions to all these figures. A more consistently 
accurate index was obtained by carrying out pelvic 
volumetric analysis; vaginal delivery of patients with a 
normal pelvis is considered by the author to be feasible 
provided that the cephalo-pelvic disproportion does not 
exceed 200 c.cm., but with a contracted pelvis vaginal 
delivery should not be attempted if the disproportion 
exceeds 51 c.cm. It is suggested that a disproportion 
amounting to not more than 25% of the foetal skull 
volume can be safely compensated by moulding. 
J. Rabinowitch 


1010. An Improved Method of Venography for the Pre- 
operative Evaluation of the Postphlebitic Extremity 

R. S. MARTIN and R. S. McCCLeery. Surgery {Surgery} 
28, 322-341, Aug., 1950. 11 figs., 9 refs. 


The authors believe that venography by injection of 
35% “* diodrast ’’, given so that the dye is carried with, 
instead of against, the stream of venous blood, is of 
greater value in determining the nature and extent of 
obstructive phlebothrombosis than the more usual 
method of injecting the dye into a major vein. The 
method used is as follows: 

** With the patient in the supine position, a No. 19 or 
20 gauge needle is inserted into a dorsal foot vein or the 
greater saphenous vein below the internal malleolus. 
Smaller needles have been used successfully in small 
veins. Though cannulation is rarely necessary, it is a 
worth-while procedure when veins cannot be entered 
through the skin. To the needle is attached a twelve- 
inch piece of small-caliber rubber tubing which has on its 
other end a three-way stopcock. The needle is firmly 
fixed in position with adhesive. Using this arrangement, 
syringe pressure and manipulation at the stopcock are 
not apt to dislodge the needle. To the free arm of the 
stopcock is attached an intravenous infusion set contain- 
ing physiologic saline solution. The fluid serves to keep 
the needle and venous channel patent, and to flush the 
veins free of dye following injection. 

“Two x-ray units are employed simultaneously, a 
permanent tube over the upper thigh and inguinal region 
and a portable over the leg, with a lead shield hanging 
between the two fields to avoid stray radiation. The 
x-ray table is fixed in a horizontal position.” 

Venography is not recommended as a routine proce- 
dure, but only for those cases in which complete or 
incomplete deep venous obstruction is suspected as the 
cause of varicose veins. Harold C. Edwards 
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1011. The Effects of Posterior Pituitary Extract and 
Smoking on Water, Sodium and Chloride Excretion in 
Normal Subjects and in Patients with Congestive Cardiac 
Failure 

B. C. Sinccatr-SmitH, J. Sisson, A. A. Kattus, A. 
GENECIN, C. MONGE, W. McKeever, and E. V. New- 
MAN. Bulletin of the Johns Hopkins Hospital (Bull. 
Johns Hopk. Hosp.] 87, 221-234, Sept., 1950. 4 figs., 
47 refs. 


In 3 normal subjects and 3 patients with congestive 
heart failure inhibition of water diuresis was produced 
by the intravenous injection of 0-04 to 0-1 unit of 
vasopressin (** pitressin ’’) or the smoking of two cigarettes. 
During the antidiuresis the rates of excretion of sodium 
and chloride were unchanged both in controls and 
patients. This supports the belief that the reabsorption 
of sodium in the tubules is independent of water re- 
absorption, and that posterior lobe secretions affect only 
the excretion of water. In the patients with cardiac 
disease a low sodium clearance was associated with a 
longer antidiuresis than in the controls after the same 
dose of vasopressin. It is suggested that in the oedema 
of congestive heart failure a renal defect, possibly of 
adrenal origin, leads to an excessive absorption of sodium 
in the proximal tubule, thus allowing a greater reabsorp- 
tion of water against a lessened osmotic gradient in the 
distal tubule. 

[Chalmers, Lewis, and Pawman (J. Physiol., London, 
in the press) found in a series of healthy adults that during 
a vasopressin-induced antidiuresis the rate of excretion 
of sodium was often significantly decreased (as was that 
of chloride, though to a lesser extent), whereas the present 
authors have found no change in the sodium clearance 
ratio, as determined from the measurement of glomerular 
filtration rate by the endogenous creatinine clearance 
method. It seems possible, however, that small but 
significant changes in sodium excretion might be masked 
by the error inherent in such measurements of the 
glomerular filtration rate.] P. Mestitz 


1012. Nitrogen Shift in Cancer 
J. C. BATEMAN. Archives of Internal Medicine [Arch. 
intern. Med.| 86, 355-360, Sept., 1950. 1 fig., 6 refs. 


Two patients with neoplasms, one with a broncho- 
genic carcinoma, and the other with a retro-orbital 
lesion and a progressively enlarging liver of which biopsy 
specimens were said to reveal malignant tumour of 


undetermined type, were observed for five periods during ~ 


which determinations were made of nitrogen balance 
and of changes in total haemoglobin concentration, total 
plasma proteins, and body weight. In each period a 
certain proportion of the nitrogen obtained directly from 
the diet (excess of intake over output) or made available 


by diminution of haemoglobin and plasma protein, by 
blood transfusion, or from the tissues during loss of 
weight could ngt be accounted for by formation of new 
haemoglobin or plasma protein or by any gain in weight. 
This unaccountable nitrogen was apparently being utilized 
in the development of some nitrogen-rich tissue at the 
expense of some body component of lower nitrogen 
content. 

It is suggested that the tumour, which was found to 
contain about five times as much nitrogen as fatty con- 
nective tissue, may have been the tissue concerned. 

L. A. Elson 


1013. Observations on the Role of Pulmonary Congestion 
in the Production of Edema of the Lungs 

R. Paine, H. R. Burcuer, J. R. SmitH, and F. A, 
Howarpb. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.) 36, 288-296, Aug., 1950. 3 figs., 
20 refs. 


In experiments on 8 dogs, carried out at Washington 
University School of Medicine, St. Louis, ligatures were 
placed on (1) the descending aorta, (2) the left sub- 
clavian artery, (3) the right common carotid artery. 
The right thoracic duct was dissected out in order that 
lymph flow might be measured. Manometers were 
connected to right and left atria and the femoral, carotid, 
and right upper pulmonary arteries. The ligatures were 
tied in the order given above, and although a rise in 
blood pressure occurred with each successive occlusion, 
no pulmonary oedema or increased lymph flow occurred 
until the right carotid artery was occluded, when the 
lymph flow increased suddenly, followed by congestion 
and oedema of the lungs. Similarly when a clamp was 
tightened on the aorta proximal to the brachiocephalic 
artery, pulmonary oedema occurred suddenly when 
considerable occlusion had occurred. 

In further experiments, on 12 heart-lung preparations 
of the conventional type, left and right atrial and 
pulmonary arterial pressures were measured. Peripheral 
resistance was adjusted to a mean pressure of 100 mm. Hg 
and cardiac output fixed at 400 ml. per minute. Signi- 
ficant rises in pulmonary arterial and venous pressure 
occurred, pulmonary lymph flow increased, and conges- 
tion and oedema of the lungs rapidly ensued. These 
effects resembled those of the first experiment and it is 
considered that they were due to overloading of the left 
ventricle. A cannula was then inserted at the point of 
origin of the left subclavian artery and the pressure there 
was found to be considerably higher than 100 mm. Hg. 
When pressure at this point was reduced to 100 mm. no 
overloading occurred. When the superior vena cava 
was constricted a rise of pressure was noted in a cannula 
inserted into one of the main channels of the right thoracic 
duct near its junction with the jugular vein. The authors 
conclude that left ventricular failure may precipitate 
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pulmonary oedema if a high pulmonary vascular pressure 
is maintained by a competent right ventricle. 
Peter Harvey 


1014. Skeletal Changes in Severe Phosphorus Deficiency 
of the Rat. I. Tibia, Metacarpal Bone, Costochondral 
Junction, Caudal Vertebra 

R. D. CoLemaNn, H. Becks, F. V. KoHL, and D. H. Copp. 
Archives of Pathology [Arch. Path.| 50, 209-232, Aug., 
1950. 12 figs., 17 refs. ~ 


Severe rickets developed in growing rats fed on diets 
very low in phosphorus, in spite of adequate intake of 
vitamins A and D. Radiographs showed a marked lack 
of mineral in the skeleton and delayed maturation of the 
vertebrae. The histological changes of severe rickets 
were demonstrated in a tibia, metacarpal bone, caudal 
vertebra, and costochondral junction in each animal. 
The changes were not intensified by raising the Ca : P 
ratio from 28 to 1 to 78 to 1. The bony deformities are 
attributed to failure of calcification of intercolumnar and 
osteoid matrix. Martin Hynes 


1015. Some Vegetative Reactions caused by Mechanical 
Irritation of the Spinal Dura. (Hekotoppie peretaTus- 
peaKUHH MpH MexaHHYeCKOM 
TBE€pHOH MO2roOBOH O6ONOYKM CNHHHOrO Mosra) 

M. P. Postotov. Apxxs Ilatonorun [Arkh. Patol.} 12, 
No. 4, 68-76, July—Aug., 1950. 23 refs. 


Irritation of the spinal dura in dogs causes a slight rise 
in arterial and venous pressures. It also leads to a 
dilatation of the renal vascular bed. After division of 
the spinal cord, these effects may be elicited by irritation 
above the level of division but not below it. 

L. Crome 


1016. The Role of Different Levels of the Central Nervous 
System in the Pathogenesis of Anaphylactic Shock. (O 
PpOJIH OTRENOB UCHTpasIbHOH HEPBHOH 
CHCTeMbI B MaToreHese WOKAa) 

V. S. and T. V. Micina. Ilatonoruu 
[Arkh. Patol.] 12, No. 4, 17-21, July—Aug., 1950. 2 figs. 


The cerebrospinal axis of sensitized rabbits was divided 
at one of the Sherringtonian levels, or at different levels 
of the spinal cord. Suitable doses of antigen were 
then given in order to produce an anaphylactic reaction, 
and the intensity of the reaction was estimated. The 
results indicated that the degree of the reaction varied 
in accordance with the number of remaining connexions 
of the periphery with the vegetative centres of the brain 
stem. L. Crome 


1017. The Penetration of Particulate Matter from the 
Cerebrospinal Fluid into the Spinal Ganglia, Peripheral 
Nerves, and Perivascular Spaces of the Central Nervous 
System 
J. B. BRigeRLEY. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 13, 203-215, 
Aug., 1950. 19 figs., 18 refs. 

Indian-ink suspension was introduced into the cisterna 


magna of rabbits under normal physiological pressures, 
the injections being repeated three times at 24-hour 


intervals. The animals were examined 12 to 24 hours 
after the last injection. ‘ Ink-cuffs ”’ were found at the 
proximal poles of the dorsal root ganglia, the ventral 
roots showing only a slight speckling of ink particles. 
The subarachnoid space ends near the proximal pole of 
the root ganglion as a well-defined blind sac. Here ink 
particles accumulated and passed into the subdural space, 
into the ganglion itself, and eventually into the mixed 
spinal nerve. The perivascular spaces of hippocampus, 
globus pallidus, and cerebellum were well filled with ink 
particles. The presence of particulate matter in peri- 
vascular spaces conflicts with current conceptions of an 
outward movement of fluid from the perineuronal to the 
subarachnoid space. The ink suspension was isotonic 
with cerebrospinal fluid. A. Schweitzer 


1018. The Isolation of Hypertensin from the Circulating 
Blood of Dogs by Dialysis in an Artificial Kidney 

J. R. KAHN, L. T. SKEGGs, and N. P. SHUMWAY. Circula- 
tion [Circulation] 2, 363-368, Sept., 1950. 3 figs., 6 refs. 


A pressor substance having the characteristics of 
hypertensin was obtained by dialysing the blood of 
intact dogs by means of an artificial kidney fed from the 
femoral artery. The pressor agent was found in the 
dialysate from normal, hypotensive, and hypertensive 
animals in more or less similar concentrations. The 
pressor effect was demonstrated by injecting small 
quantities of the dialysate (0-25 to 0-50 ml.) into rats. 
The hypertensive agent was destroyed by hypertensinase. 

Paul Wood 


1019. Reflex Irritation of the Nervous System in Distur- 
bances of Diuresis. HEeps- 
HOH CHCTEMbI B PaCCTPOHCTBax AHypeza) 

S. I. FRANKSTEIN. Apxus Ilaronorun [Arkh. Patol.} 12, 
No. 4, 31-36, July-Aug., 1950. 3 refs. 


The well-known phenomenon of reflex anuria shows 
that irritation of the pelvis of the kidneys or of the lower 
urinary passages has an effect on the nervous system. 
The object of the present investigation was to ascertain 
to what extent functional renal tissue may also influence 


- the central nervous system. 


For ease of access the kidneys of dogs were transplanted 
subcutaneously and the ureters led on to the surface of 
the skin. The kidneys were then injured, in a way which 
strictly localized the lesions, by an injection of 1 to 5 ml. 
of warm water or saline. After such injury to one of the 
kidneys diuresis was reduced in both, remaining greater, 
however, in the injured one. When both kidneys were 
damaged, a bilateral increase in diuresis followed. This 
effect was transient, and a fall in diuresis set in after the 
second day. It was therefore postulated that not only 
does the injured kidney affect the function of the sound 
one, but that, conversely, the intact kidney also influences 
the function of the injured one, as is seen in the depression 
of diuresis in the case of unilateral injury. The specific 
gravity of the urine in these experiments showed that the 
diuresis was the result of inhibition of tubular reabsorp- 
tion, or, in other words, it was the result of functional 
renal inhibition. It was then decided to try the effect 
of pituitrin injection and painful stimuli on such kidneys. 
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These had noeffect on the injured kidney, although anuria 
did occur in the intact one. Thus the effect could not 
have been caused solely by vascular spasm. Altered 
tubular reabsorption must have contributed to it. 

The results obtained in this series of experiments 
correspond closely with those in previously published 
observations of the author on gastric secretion. He 
therefore feels justified in drawing the following general 
conclusions. (1) A parabiotic state in some part of the 
nervous system sets in after injury to an organ; as a 
result the organ is freed to some extent from nervous 
control, or from humoral control initiated or mediated 
by the nervous system. (2) The parabiotic state is 
followed by a phase of exaltation during which the 
function of the organ is increased, as exemplified by the 
rise in tubular reabsorption after the second day. 

L. Crome 


1020. The Carcinogenic Action of Benzidine 
S. Sprrz, W. H. MAGUIGAN, and K. DoBRINER. Cancer 
[Cancer] 3, 789-804, Sept., 1950. 24 figs., 21 refs. 


In an investigation of the origin of bladder tumours 
among workers in the dyestuff industry, benzidine, some 
compounds encountered during its manufacture (azoxy- 
benzene, hydrazobenzene, and benzidine sulphate), and 
some closely related compounds (tolidine, azobenzene, 
and benzidine disulphonic acid) were tested for carcino- 
genic activity. 

Benzidine was found to be carcinogenic for rats of the 
Sherman strain, producing carcinomata of sebaceous 
glands adjacent to the auditory canal, hepatomata, and 
adenocarcinomata of the rectum. Bladder tumours 
were not produced. Tumour formation was caused both 
by technical-quality and specially purified benzidine. 
Attempts to influence the carcinogenic action by varia- 
tion of the diet gave inconclusive results. Benzidine 
sulphate, administered orally and parenterally to rats, 
had a similar but less potent carcinogenic activity. No 
tumours were obtained with any of the other compounds 
tested. 

No tumours occurred in rabbits or monkeys after 
injection of benzidine. In 1 out of 7 dogs fed with benzi- 
dine for 5 years and surviving for from 5 to 8 years, a 
papillary carcinoma of the urinary bladder was found on 
cystoscopy, but no conclusions about the carcinogenicity 
of benzidine for dogs can be drawn from this single 
occurrence. L. A. Elson 


1021. Further Studies on the Destructive Effect of the 
Virus of Russian Far East Encephalitis on the Trans- 
plantable Mouse Sarcoma 180 

A. E. Moore and S. O’Connor. Cancer [Cancer] 3, 
886-890, Sept., 1950. 2 figs., 4 refs. 


Mice bearing 4-day-old subcutaneous grafts of sarcoma 
180 were inoculated intraperitoneally with the virus of 
Russian Far East encephalitis. Growth of the tumours 
was compared with that of control grafts growing in 
normal mice. Tumours were removed at intervals from 
the infected mice and, to test their viability, were grafted 
into mice immunized against the virus by a formolized 
vaccine. The previous demonstration by one of the 


authors that sarcoma 180 is destroyed by this virus was 
confirmed. The tumour grew normally for 2 or 3 days 
after virus inoculation, and then stopped. The effect was 
independent of the age of the tumour at the time of virus 
infection, but its rapidity depended on dose. More 
than the lethal dose of virus for the mouse was always 
required for tumour destruction, but the tumour became 
non-viable as long as 3 days before the fatal encephalitis 
developed. Attempts to prevent encephalitis while 
preserving tumour-destroying power were unsuccessful. 
M. H. Salaman 


1022. Interference between Certain Neurotropic Viruses 
and Transplantable Mouse Tumors 

H. Koprowski and T. W. Norton. Cancer [Cancer] 
3, 874-885, Sept., 1950. 5 figs., 6 refs. 


The effects of 16 different neurotropic viruses on the 
growth in mice of sarcoma 180, and of several other 
transplantable tumours, were observed. Mice bearing 
5-day-old tumour grafts were inoculated with virus 
intraperitoneally or subcutaneously. Subsequent growth 
of the tumours was observed, and their viability tested 
by transplantation to normal mice. Virus content of 
the grafts was estimated by an intracerebral titration. 

The viruses could be separated into 4 classes with 
respect to their effect on sarcoma 180: (1) Those which 
parasitized the tumour, retarded its growth, and partially 
or completely suppressed the viability of transplants 
(louping-ill, West Nile, Ilhéus, Russian spring-summer, 
and St. Louis encephalitis virus). (2) Those which 
parasitized the tumour but did not affect its growth or 
viability. (Semliki Forest, Bunyamwera, and Japanese-B 
encephalitis virus). (3) One which failed to parasitize 
the tumour or affect its growth or viability, though it 
grew in the host mouse (Eastern equine-encephalomyelitis 
virus). (4) Those which failed to infect mice by the 
intraperitoneal or subcutaneous route, and did not affect 
the growth or viability of the tumour (French neurotropic 
yellow fever, Bwamba, Ntaya, Passos I, pseudorabies, 
and Western encephalomyelitis virus). 

Interference with a number of other tumours by several 
of the above viruses was also observed, though some of 
the results were irregular. In general, only viruses 
which parasitized a tumour interfered with its growth 
and viability, but not all which parasitized interfered. 
The interfering dose of virus was always in excess of the 
lethal dose for the mouse. M. H. Salaman 


1023 (a). The Effect of Potassium on the Electrocardio- 
gram in the Normal Dog and in Dogs with Myocardial 
Infarction 

S. BeLtet, P. C. Gazes, and W. A. STEIGER. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 220, 
237-246, Sept., 1950. 4 figs., 17 refs. 


The effect of the administration of potassium on the 
electrocardiogram was studied in 9 normal dogs, 12 with 
acute myocardial infarction, and 6 with healed myo- 
cardial infarction. In normal dogs the earliest change 
consisted of an increase in the amplitude of the T wave, 
usually accompanied, when marked, by depression of the 
ST segment, the Q-T interval tending to be shortened. 
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In the dogs with healed infarcts similar changes were 
noted, except that the ST segment was raised rather than 
depressed. In dogs with slight grades of myocardial 
infarction with subendocardial lesions there was a gradual 
diminution in the amplitude of the already inverted T. 
Before the administration of potassium, electrocardio- 
grams of the dogs with acute infarction showed absence 
of the initial upward deflection, inverted cove-shaped 
T waves, and some elevation of the ST segment. As the 
potassium was given, the inversion of the T wave tended 
to increase and the ST elevation became less marked; 
the final form of the T wave was similar to, but exactly 
opposite in direction from, the high-amplitude, peaked 
T wave observed in the normal. The alterations in the 
P wave consisted of an increase in amplitude followed by 
a gradual decrease in size and broadening. The auricular 
rate gradually decreased. The P-R_ interval was 
prolonged in the later stages of potassium administration, 
and in 2 dogs complete A-V dissociation occurred. 
The development of intraventricular block was considered 
to be evidence of serious toxic effect, while a widening 
of QRS up to 0-28 second occurred immediately before 
death. Various arrhythmias occurred in the later stages 
of potassium administration, including partial and com- 
plete heart block and nodal or ventricular tachycardia. 
The terminal mechanism in the normal dogs was cardiac 
standstill; in those with myocardial infarction it was 
ventricular fibrillation. 

There was no evidence of cumulation of potassium 
effects, and even when the stage of bundle-branch block 
and ventricular tachycardia was reached the electro- 
cardiogram returned to normal when potassium was 
withheld. A relatively low serum potassium concentra- 
tion was found at death in the dogs with acute infarction, 
as compared with the normal dogs, and it is suggested 
in explanation that during the stage of acute infarction, 
-“due to necrosis and death of cells, there is a local 
liberation of potassium which bathes not only the 
injured cells but the borderline zone of relatively un- 
injured tissue’. It is concluded that the use of potassium 
administration to differentiate between the inverted T 
wave of myocardial infarction and other conditions is 
of limited value, and not without risk. 

William A. R. Thomson 


1023 (6). The Effect of Different Grades of Myocardial 
Infarction upon the Tolerance to Potassium: an Experi- 
mental Study in Dogs 

S. Bettet, W. A. STEIGER, and P. C. Gazes. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 220, 
247-256, Sept., 1950. 4 figs., 20 refs. 


The effects of the intravenous administration of 
potassium chloride were studied in 8 normal dogs, 12 
with acute myocardial infarction, and 6 with healed 
infarction. Normal dogs died with serum potassium 
levels of 13-9 to 18-0 mEq. per litre (average, 16-5). In 
those with small infarcts the levels were comparable— 
17-1 to 18-2 mEq. per litre (average, 17-7). In those with 
extensive infarcts, however, the levels were much lower 
—9-1 to 10-4 mEq. per litre (average, 9:5). The statisti- 
cal correlation between the grade of infarction and the 


serum potassium concentration was —0-80 (p= <-001), 
An even closer correlation was found between the serum 
potassium level at which electrocardiographic changes 
occurred and the size of the infarct. Thus the mean 
concentration at which intraventricular block appeared 
initially was 11-3 mEq. per litre in normal dogs, 8-6 in 
dogs with small infarcts, 7-2 in those with moderate 
infarcts, and 7-0 in those with extensive infarcts. No 
correlation was found between the dose of potassium 
chloride administered per kg. of body weight and the 
serum potassium level at death. No statistically signi- 
ficant difference was found between the dogs with healed 
infarcts and the normal controls in the serum potassium 
concentration at which intraventricular block and death 
occurred. No significant changes were noted in the 
blood pressure until the appearance of marked grades of 
bundle-branch block: a sudden fal! usually occurred 
with the onset of ventricular tachycardia. In normal 
dogs the effect of potassium was reversible up to the stage 
of marked bundle-branch block and ventricular tachy- 
cardia. It is concluded that there is a considerable 
margin of safety in the slow administration of potassium 
to individuals with a normal heart and normal renal 
function, but that caution should be exercised in its 
administration to patients with myocardial infarction. 
William A. R. Thomson 


1024. Observations on the Mitotic Reaction Induced in 
the Livers of Rats by Thiourea 

M. RAcHMILEWITZ, A. Rosin, and L. DOLJANSKI. 
American Journal of Pathology [Amer. J. Path.| 26, 937- 
949, Sept., 1950. 8 figs., 16 refs. 


Although adult liver cells possess great powers of 
multiplication, the number of cells actually in mitosis is 
normally very small, amounting in the adult rat to only 
about 1 in 10,000 cells. Treatment with thiourea (with- 
out causing necrosis) leads to the appearance of numerous 
mitoses. This change takes the form of a definite wave 
which passes off even when administration continues. 
Other substances (trypan blue, euflavine) have a similar 
action. D. M. Pryce 


1025. Biological Studies on Cortisone in Mice 
D. M. Spain, N. Motomut, and A. Haper. Science 
[Science] 112, 335-337, Sept. 22, 1950. 1 fig., 3 refs. 


The authors performed 4 groups of experiments, in 
the first of which 40 mice were each subjected to two 
wounds 0:5 cm. in diameter, extending down to the 
fascial plane of the dorsal muscles. Half of them were 
then given | mg. of cortisone twice daily subcutaneously, 
starting 24 hours before wounding and continuing until 
they were killed in groups of 4 on each of the next 
5 days. The formation of granulation tissue was found 
to have been completely inhibited in the cortisone- 
treated group, although epithelization was complete in 
some cases. In another group of experiments, however, 
similar doses of cortisone given from the 4th day after 
wounding produced no effect upon already-existing 
granulation tissue. In the third series, 7 mice injected 
with 1 mg. of cortisone twice daily failed to dispose of 
0-5 ml. of indian ink injected intraperitoneally on the 
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3rd and 4th days of cortisone treatment, the peritoneal 
cavity and visceral surfaces being diffusely covered with 
visible carbon particles, whereas in the 7 controls most 
of the carbon particles were, found in the omental, 
mesenteric, retroperitoneal, and superior mediastinal 
lymph nodes. The average size of the spleen in the 
cortisone-treated animals was only one-fifth of that in 
the controls, and. showed a marked reduction in cellular 
content. These findings were taken as evidence that 
reticulo-endothelial macrophage activity was retarded 
by cortisone. Finally, 5 mice were given 1:0 mg. of 
cortisone twice daily for 4 days, 5 controls being injected 
with the diluent only over the same period; all 10 were 
given an intracutaneous injection of 0-2 ml. of turpentine 
4 hours before the last injection of cortisone or diluent, 
and all were killed 18 hours later. The acute inflam- 
matory response in the area of injection was identical in 
the two groups. Robert de Mowbray 


1026. Studies of Hodgkin’s Syndrome. XI. The In- 
fluence of Normal Serum and Hodgkin’s Serum on Cellular 
Growth and Morphology in Tissue Culture 

M. S. Reman, I. R. STERN, M. Z. Forp, and H. A. 
Hoster. Cancer Research (Cancer Res.] 10, 467-473, 
Aug., 1950. 14 figs., 8 refs. 


The effects of normal human serum and serum from 
patients with Hodgkin’s disease on normal and diseased 
cells in tissue culture are described. 

The tissues studied included lymph nodes and spleen, 
and occasionally thymus, bone-marrow cells, leucocytes, 
liver, and lung, obtained from newborn infants at nec- 
ropsy. patients with Hodgkin’s disease, and others with 
a variety of neoplastic and non-neoplastic diseases. 

Serum from patients with Hodgkin’s disease induced 
the following changes: (a) an increase in fat granules in 
reticulum and macrophage-type cells; (6) an increase in 
liquefaction and in free-cell forms; (c) an increase in 
giant cells in all tissues with the exception of lesions of 
Hodgkin's disease; (d) an increase in the number of 
giant-cell nuclei in lesions of Hodgkin’s disease and other 
explants studied; (e) a decreased life-span of cells from 
lesions of Hodgkin's disease, but not of other cells. 
These effects were more pronounced and varied in normal 
pre-natal cells, and bore a resemblance to alterations 
which have been shown to occur in explant cells from 
lesions of Hodgkin's disease in the presence of normal 
serum in tissue culture. Though these changes are 
characteristic, no specificity is claimed for serum from 
cases of Hodgkin's disease. H. G. Crabtree 


1027. Effect of Feeding Egg Yolk and Cholesterol on 
Serum Cholesterol Levels 

W. J. MESSINGER, Y. PorosowsKA, and J. M. STEELE. 
Archives of Internal Medicine [Arch. intern. Med.] 86, 
189-195, Aug., 1950. 1 fig., 9 refs. 


This study is based on work done in the Goldwater 
Hospital, New York, and is an attempt to demonstrate 
the effect of feeding egg-yolk preparations on the serum 
cholesterol level in man. The authors point out that 
work done on the role of exogenous cholesterol indicates 
that it is difficult to alter serum cholesterol levels sub- 


stantially in human subjects by feeding cholesterol- 
containing substances. 

The authors selected patients of an age group at which 
arteriosclerosis was presumed to be present, most of the 
patients being over 50 years of age. In the first experi- 
ment 16 were utilized and the cholesterol levels were 
determined weekly for 48 days on a hospital diet of 70 g. 
of fat. Subsequently, 150 g. of egg-yolk powder was 
given daily in 10 cases, and 100 g. in 6 cases, for 42 days. 
The cholesterol level was studied at weekly intervals for 
3 to 4 weeks after the administration of the egg yolk. 
The results indicate an increase in serum cholesterol 
values above the control range. The increase varied 
from 10 to 70 mg. per 100 ml., and there was still an 
increase 3 to 4 weeks after the egg yolk was taken. 

-A further experiment on 5 patients on various diets 
showed that the increase after feeding egg yolk was more 
marked than after administration of 30 g. of cholesterol 
or other cholesterol-containing foods. The authors 
point out that the rise in serum cholesterol level is inde- 
pendent of the cholesterol content of the egg yolk, which 
contained only 3-7 g. It is suggested that there is some . 
additional substance present in egg yolk which causes a 
small but definite rise in serum cholesterol level. 

I. McLean-Baird 
6 
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1028. The Role of Different Glial Cells in the Removal of 
the Lipoid Products of Disintegration. (O ponu pasnu4- 
HbIX BHZOB B Mpoyecce 
MpOMyKTOB pacnaga) 

B. S. KHomINski. Apxusllatonorun [Arkh. Patol.] 12, 
No. 4, 36-44, July—Aug., 1950. 4 figs., 15 refs. 


The behaviour of glial cells was studied histologically 
and biochemically in a large number of brains containing 
various destructive lesions. It was concluded that 
microglial cells were usually, but not exclusively, the cells 
concerned in the removal of fat. Macroglia was also 
involved in the process to a lesser and a more variable 
extent. L. Crome 


1029. Histological Changes in the Brain in Malignant 
Hypertension. H3SMCHEHHA 
HEpBHOHM CHCTeMbI NpH 
dopme SonesHH) 

E. L. Gerser. Apxues Ilatonoruu [Arkh. Patol.] 12 
No. 4, 44-48, July—Aug., 1950. 3 figs., 9 refs. 


Characteristic changes in the brain are described in 7 
cases of malignant hypertension. These changes affect 
the nerve cells, glia, and blood vessels and suggest an 
anoxic genesis of the lesions. L. Crome 


1030. Evaluation of Cytologic Diagnosis of Lung Cancer 
S. M. Farper, A. K. MCGratTH, M. A. BENIOFF, and 
M. ROSENTHAL. Journal of the American Medical 
Association [J. Amer. med. Ass.| 144, 1-4, Sept. 2, 1950. 
7 refs. 


In this article the authors assess 4 years’ work on 
cystological diagnosis of lung cancer, in which 2,066 
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patients were studied; they were not specially selected 
as regards likelihood of malignant disease. A positive 
diagnosis was made in 201 cases. 

The following points are made by the authors. Small- 
cell undifferentiated lung carcinoma was only half as 
frequently discovered as differentiated epidermoid or 
adenocarcinoma. This was primarily due to the diffi- 
culty in distinguishing small undifferentiated carcinoma 
cells from “small round cells”. Cytological study 
proved superior to bronchoscopy in diagnosis when the 
lesions were peripheral. Of 60 such cases in which the 
diagnosis was proved at operation or necropsy, 36 were 
diagnosed by cytological means; 49 of these 60 patients 
had been examined by bronchoscopy, in each case with 
negative results. 

Sputum investigation proved superior in diagnosis to 
the investigation of bronchoscopically obtained smears. 
A series of 241 patients with proved bronchogenic carci- 
noma was studied; in 196 cases sputum was examined, 
and found positive in 110 (57%); bronchoscopically 
obtained smears were examined in 113 of the 241 cases 
and were found positive 40 times (35°). 

Great emphasis is laid by the authors on the fact that 
the sensitivity of cytological tests increases with the 
number of sputa examined. In 130 cases of proved 
carcinoma the sputum was examined five times and 
found positive in 90% of cases. Of 65 cases missed 
because of incomplete sputum studies, only one specimen 
was examined in 32 and only two, three, or four specimens 
in the remaining 33. 

The material examined should not be too highly 
selected, otherwise an exaggerated impression of the 
accuracy of the method may be obtained. Thus bizarre 
atypical cells may be reported malignant by cytological 
tests ‘in a series with ‘a preponderance of cancer, and 
this may result in a high percentage of correct positive 
diagnoses, but the investigator will not have had sufficient 
opportunity to check his criteria by studying material 
from non-malignant cases. H. Lehmann 


1031. Primary Cardiovascular Amyloidosis, Its Clinical 
Manifestations, Pathology and Histogenesis 

R. S. Jones, and D. B. Frazier. Archives of Pathology 
[Arch. Path.] 50, 366-384, Sept., 1950. 2 figs., 35 refs. 


The clinical manifestations of primary cardiovascular 
amyloidosis are not dramatic. Occurring mainly in 
persons over 50 years old without any previous history 
of cardiovascular disturbance, the disease manifests 
itself as a progressive cardiac failure, with paraesthesiae, 
enlargement of the heart, and a low-voltage electro- 
cardiogram. Treatment is of no avail and death occurs 
after several years. In cases where amyloidosis of the 
skin, mucosa, or tongue is also present, biopsy will give 
an indication of the cause of the patient’s condition. The 
authors describe and analyse in tabular form the clinical 
and necropsy findings in 15 cases, 14 of which were 
found in a total of 600 consecutive necropsies on persons 
over 20, performed at the University of Tennessee 
College of Medicine. 

Naked-eye examination showed moderate cardiac 
enlargement involving the walls of all the chambers. 


The heart muscle was firm and when the heart was 
emptied of blood the walls did not collapse. The cut 
surfaces presented the usual waxy” appearance 
characteristic of amyloid, and stained brown with iodine 
and acid. The deposit was best seen as granules on the 
endocardium, being most marked in the right auricle, 
and the tricuspid valve, left auricle, left ventricle, right 
ventricle, and mitral and semilunar valves being involved 
in decreasing order of severity. 

Microscopically, the deposits were usually focal, but 
diffuse deposits or a combination of diffuse and focal 
deposits might be found. In the heart the amyloid was 
deposited around individual muscle fibres, which were 
slowly compressed out of existence, while in the vessels, 
the media and intima, separately or together, were 
involved. In the deposits themselves the reticulum 
fibres were observed to be straight and coarse. This was 
demonstrated by combining silver impregnation with Van 
Gieson’s method or with orcein and picroaniline blue. 
A general correlation between symptoms and the dis- 
tribution of amyloid deposits in the heart and nerves was 
noted. 

In discussing the histogenesis of the disease the authors 
stress the fact that amyloid is deposited in and about 
altered reticulum, the latter becoming thickened, less 
argyrophilic, or disappearing altogether. The nature of 
amyloid is very obscure, but the present state of know- 
ledge suggests that it probably exists in many different, 
although chemically related, forms. 

R. B. T. Baldwin 


1032. Hypertrophy in the Branches of the Pulmonary 
Artery, and its Possible Relationship with the so-called 
Primary Pulmonary Arteriosclerosis in Two Infants with 
Hypertrophy of the Right Heart 

M. WoOLMAN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 220, 133-143, Aug., 1950. 5 figs., 
47 refs. 


The post-mortem findings in 2 cases of hypertrophy of 
branches of the pulmonary artery in infants are described. 
In both cases the pulmonary arterial walls were thickened 
and a greatly increased amount of elastic tissue was seen. 
The theory is put forward that the changes in the pul- 
monary artery are congenital and that the hypertrophy 
of the right heart is a secondary change. 

H. E. Holling 


1033. Necrotizing Pulmonary Arteritis occurring with 
Congenital Heart Disease (Eisenmenger Complex). 
Report of Case with Necropsy 

J. W. O_p and W. O. RusseLL. American Journal of 
Pathology [Amer. J. Path.] 26, 789-805, Sept., 1950. 
13 figs., 30 refs. 


Necrotizing arteritis, in all stages of development, was 
found at necropsy in a case of the Eisenmenger complex 
in small muscular vessels throughout the lung. The 
pulmonary arterioles were thickened. No _ vascular 
lesions were seen in the systemic circulation, and it is. 
postulated that the changes in the pulmonary circulation 
resulted from the gross rise in pulmonary hydrostatic. 
pressure, such as is found in the Eisenmenger complex. 
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The alterations in pulmonary hydrostatic pressure in 
mitral stenosis are also discussed. R. C. B. Pugh 


1034. Bilateral Mammary Arteritis. Report of a Case 
T. R. WAuGH. American Journal of Pathology [Amer. 
J. Path.] 26, 851-861, Sept., 1950. 4 figs., 9 refs. 


In a woman of 63, lumps developed in both breasts. 
These contained arteries showing chronic inflammatory 
changes spreading into the surrounding fat. Lympho- 
cytes, plasma cells, occasional eosinophils, epithelioid 
cells, and giant cells were present, and the internal elastic 
Jamina was thickened and fragmented. Thrombosis and 
recanalization appeared, to be a late feature. The 
erythrocyte sedimentation rate was raised and remained 
so for an observation period of 16 months. The con- 
dition was thought to resemble temporal arteritis. 

Brian E. Heard 


1035. Unusual Cases of Breast Tumour (Mucoid Cancer, 
Clear-cell Cancer, and Dendritic Epithelioma with Angio- 
cavernous Stroma). (Relazione di insolita casistica di 
tumori mammari (il cancro gelatinoso, il cancro a cellule 
chiare e l’epitelioma dendritico a stroma angiocaverno- 
matode)) 

T. Maponia. Archivo Italiano di Anatomia e Istologia 
Patologica [Arch. ital. Anat. Istol. pat.] 23, 195-213, 
1950. 7 figs., 48 refs. 


The nature, origin, and prognosis of mucoid tumours 
of the breast are extensively reviewed. The subject of 
clear-cell breast tumours is also discussed, a case being 
described. The author agrees with Delbet that this type 
of tumour is probably the most benign of all breast 
tumours. 

A dendritic epithelioma, which was grossly papilliform 
with traces of underlying glandular tissue, is described. 
The papillae were covered with cuboid epithelium vary- 
ing in depth from a single layer to an intense intertwined 
network. Below the surface this tumour was angio- 
matous. Amongst the blood elements were many 
polymorphonuclear cells and eosinophils. It is suggested 
that an attempt at recanalization of the tumour area was 


occurring. G. Calcutt 


1036. Transfusional Siderosis 

J. P. Wyatt, H. K. MiGHton, and V. MorAGUES. 
American Journal of Pathology [Amer. J. Path.) 26, 
883-897, Sept., 1950. 4 figs., bibliography. 


Necropsy findings, histological and chemical, are 
described in 8 patients with refractory anaemias treated 
by multiple blood transfusions. In all cases the liver 
had the highest haemosiderin concentration. It con- 
tained more iron than the total amount found in the 
normal body. 

Three livers, specially assayed, contained more iron 
than the total contribution of transfused iron. The 
source of this extra iron is uncertain, but may be the 
intestine. Five livers were diffusely fibrosed. The cause 
of this fibrosis was not the presence of the haemosiderin, 
and it is possible that a local nutritional factor was 
involved. A. Wynn Williams 


1037. Hepatitis associated with Infantile Diarrhoea 

J. WaAtNwriGHT. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 25, 286-291, Sept., 1950. 6 figs., 
13 refs. 


In a series of 350 consecutive necropsies performed at 
the Duchess of York Hospital for Babies, Manchester, 
a hepatitis with distinctive gross and microscopical 
pathological features was discovered at necropsy in 10 
infants who had died after developing jaundice, diar- 
rhoea, and vomiting, and in one who had also had acute 
meningitis and streptococcal septicaemia, while identical 
liver changes were found in 5 out of 15 cases of acute 
ulcerative enteritis, in 4 of which jaundice had been 
present. 

In each case the liver was green or yellow and enlarged. 
Microscopically, periportal fatty infiltration and cell 
necrosis were accompanied by considerable proliferation 
of bile canaliculi and fibroblastic overgrowth. Attention 
is drawn to the fact that zonal necrosis of the peripheral 
type is rare in human pathology, but may be produced 
experimentally by the intraperitoneal injection of certain 


- toxic substances. M. MacGregor 


1038. The Testis, Breast and Prostate of Men who Die of 
Cirrhosis of the Liver 

H. S. BENNETT, A. H. BAGGENSToss, and H. R. Butt. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.] 20, 814-828, Sept., 1950. 8 figs., 35 refs. 


This study was prompted by the observation that in 
male patients with cirrhosis of the liver, gynaecomastia, 
testicular atrophy, and other signs of endocrine imbalance 
frequently develop. It is believed that endogenous 
oestrogen is inactivated by the healthy liver, and that this 
function is impaired when the organ is grossly diseased. 

The necropsy findings in 50 patients with portal 
cirrhosis of long standing and 50 subjects with no 
history of, or necropsy evidence of, liver dysfunction 
were compared. Special attention was paid to the 
histological changes in testis, breast, and prostate in 
both groups. 

The testes of all but 3 of the patients with cirrhosis 
showed atrophy of a mild to severe degree. Advanced 
atrophy was observed in half of the cases of cirrhosis, 
and this was associated with marked thickening and 
hyalinization of the seminiferous tubules in most cases. 
Gross atrophy was found in only 6-1% of the controls, 
and tubular thickening was not greatly in evidence. 

The only noteworthy change in the prostate of patients 
with hepatic disease was a metaplasia of the columnar- 
cell acinar epithelium to epithelium of a transitional 
type. This change was observed in 7 patients with 
cirrhosis and in 2 controls. 

The breasts of 20 patients with hepatic cirrhosis were 


- available for study. In 7 there was marked hyperplasia, 


and a definite correlation between hypertrophy of the 
breast and atrophy of the testis was noted. Minor 
degrees of hyperplasia were found in 10 out of the 50 
controls. 

The authors conclude that the lesions complicating 
cirrhosis of the liver are probably caused by an excess of 
endogenous oestrogen. G. B. Forbes 
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1039. Crystalline Ester Cholesterol and Adult Cortical 
Renal Tumors 

T. Leary. Archives of Pathology [Arch. Path.] 50, 151- 
178, Aug., 1950. 12 figs., 23 refs. 


The histological examination of more than 300 minia- 
ture renal tumours forms the subject of this excellent 
paper. The sections used were mainly frozen sections, 
stained by Sudan IV and examined by ordinary and 
polarized light. On subsequent warming and compres- 
sion of the section the typical ** Maltese cross ”’ crystal- 
line ester cholesterol was produced from the granular, 
doubly-refractive material seen under polarized light in 
the frozen state. A well illustrated, lucid description of 
the genesis of cortical renal adenomata is given, the 
process starting with the deposition of Sudan-lV -staining, 
doubly-refractile material in one or more tubular loops, 
which then become isolated by fibrosis with resultant 
blockage and dilatation. Proliferation of the eells is the 
next step, leading to the formation of papillae, desquama- 
tion, and ultimately the production of a “solid” 
papilliferous or adenomatous tumour. The majority of 
these tumours undergo a process of retrogression in 
which the cholesterol is removed by macrophages and 
transferred to the lymphatics, leaving a tumour which 
becomes encapsulated and inactive. Such tumours are 
free from cholesterol. In a small proportion of cases 
the tumours do not retrogress and, if they reach a certain 
size (approximately 4 cm. in diameter), they are liable 
to become malignant and develop into adult renal adeno- 
carcinomata containing abundant lipid. 

The author discusses other theories of the production 
of renal tumours, mentioning the fact that cholesterol 
has been demonstrated in many other tumours. He 
briefly reviews recent experimental evidence suggesting 
that cholesterol may be a carcinogen, and concludes that 
*“the combined histochemical and chemical evidence 
leaves little doubt that cholesterol is intimately related to 
certain human and experimental tumors ”’. 

[This article should be consulted in the original by all 
who are interested in this subject.] R. B. T. Baldwin 


1040. Renal Siderosis in Hemoglobinuric Nephropathy 
W. M. O'DONNELL. American Journal of Pathology 
[Amer. J. Path.] 26, 899-911, Sept., 1950. 4 figs., 21 refs. 


Post-mortem findings are reported in 9 cases of renal 
failure in association with intravascular haemolysis. All 
the kidneys resembled those in fatal cases of * crush 
syndrome ” in showing degeneration and necrosis of the 
distal convoluted tubules, but differed in that they 
contained haemosiderin. This existed either in a diffuse, 
pale blue, non-granular form, or else in a granular, dark 
blue form. Both forms were present in the lumina or 
the epithelium of the proximal convoluted tubules, or in 
both. At other levels of the nephron there was no 
siderosis. The haemosiderin content of liver and spleen 
is described and its relation to the condition of the kidneys 
and to haemolytic mechanisms generally is discussed. 

The author mentions the observation of Mason and 
Mann (Amer. J. Physiol., 1931, 98, 181) that haemoglobin 
has a vasoconstrictor effect on the renal vessels. 

A, Wynn Williams 


1041. Renal Changes in Gout 

J. BROwN and G. K. MALLory. New England Journal 
of Medicine [New Engl. J. Med.) 243, 325-329, Aug. 31, 
1950. 5 figs., 17 refs. 


This survey is based on a study of 5 patients with gout 
and one patient of 83. without clinical gout in whose 
kidneys urate deposits were found at necropsy. The 
authors believe that urates are first precipitated in the 
tubules, and that subsequent necrosis and fibrosis of the 
tubular wall may confuse the picture; this would account 
for previous reports of interstitial deposits. In 3 of 
their 6 cases there was pyelonephritis, and the lesions 
were most definite in relation to urate deposits blocking 
the tubules. It is suggested that associated pyelo- 
nephritis, as well as vascular degeneration, may play a 
part in the genesis of renal failure in gouty persons. 

D. A. K. Black 


1042. The Morbid Anatomy of Sarcomata of the Spleen. 
(Les aspects anatomo-pathologiques des sarcomes de la 
rate) 


E. BENHAMOU and P. LAFFARGUE. Bulletin de I’ Associa- 


tion Frangaise pour l’Etude du Cancer [Bull. Ass. fran. - 


Cancer] 37, 207-229, 1950. 11 figs., bibliography. 


Twelve cases of sarcomatous involvement of the spleen 
are described; in 11 cases the tumours were either 
lymphosarcomata or reticulosarcomata, and the twelfth 
tumour was a fibrosarcoma. Necropsy was performed 
in only 3 of the cases; in the remainder the diagnosis 
was made from specimens obtained by splenectomy or 
splenic biopsy [hence it remains uncertain whether the 
splenic tumours were primary or secondary]. 

R. A. Willis 


1043. Pancreatic Lesions associated with Chronic Ulcera- 
tive Colitis 

W. P. Batt, A. H. BAGGENsToss, and J. A. BARGEN. 
Archives of Pathology [Arch. Path.] 50, 347-358, Sept., 
1950. 3 figs., 25 refs. 


The recently reported incidental finding of pancreatic 
changes at necropsy in cases of ulcerative colitis has 
stimulated the authors to study the necropsy records 
of patients dying from this disease at the Mayo Clinic 
during the period 1935-49, particular attention being 
paid to the pancreas. There were 91 consecutive cases, 
in 86 of which a detailed study of the pancreas was 
possible. At least two sections of the pancreas were 
available in each case. Routine staining with haema- 
toxylin and eosin was carried out, and occasionally 
other stains, such as azocarmine, Van Gieson, or Sudan IV, 
were used. The study was controlled by the examination 
of 86 cases in which ulcerative colitis was not present. 
In 74 of the cases of ulcerative colitis the pancreas was 
grossly normal, the only changes noted being insignificant. 
Histologically, the chief findings were of chronic inter- 
stitial pancreatitis in 46 cases, fibrosis in 34, and acinar 
dilatation in 46 cases. Fat necrosis, infarction, haemor- 


rhage, hyalinization, and amyloid infiltration were noted 
in a few cases. 

Severe structural damage to the colon and nutritional 
deficiency are suggested as causes of the chronic inter- 
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stitial pancreatitis, and it is pointed out that this con- 
dition is’ quite distinct from the late stage of acute 
oedematous pancreatitis and from chronic relapsing 
pancreatitis. Fibrosis is in all probability the late stage 
of chronic interstitial pancreatitis, as the distribution of 
the fibrous tissue in the former is the same as that of the 
exudate in the latter. Acinar dilatation is believed to be 
bound up with protein deficiency. Fatty changes in the 
liver were also found in association with pancreatic 
disease. In spite of the presence of fairly extensive 
lesions, pancreatic deficiency had hardly ever been 
recognized clinically. The authors suggest that further 
research is desirable to elucidate the significance of the 
changes described. R. B. T. Baldwin 


1044. Sclerosing Lipogranuloma 

H. F. SMETANA and W. BERNHARD. Archives of Puhe- 
logy {Arch. Path.| 50, 296-325, Sept., 1950. 8 figs., 
bibliography. 


The authors discuss 14 cases of sclerosing lipogranu- 
loma, taken from the files of the Armed Forces Institute 
of Pathology, Washington. They assign the term 


sclerosing lipogranuloma to those cases characterized by 


tumour-like swelling of subcutaneous fat after trauma of 
any kind, with basic pathological similarities, and not 
already classified as recognized clinical entities. Detailed 
histological appearances are given and comparisons drawn 
between these lesions and the ones found in allied con- 
ditions such as fat necrosis of the breast, Weber—Christian 
disease, and lipoid pneumonia. The theories of aetiology 
and pathogenesis of sclerosing lipogranuloma and allied 
lesions are reviewed. No definite conclusions are reached, 
but it is suggested that the lipogranulomatous reaction 
represents a specific process which follows its own course 
and has distinct clinical and pathological significance. 
A. Ackroyd 
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1045. Reaction of Accidentally Injected Rubber Plugs 

T. B. MAGATH and J.T. MCCLELLAN. American Journal 
of Clinical Pathology [Amer. J. clin. Path.] 20, 829-833, 
Sept., 1950. 5 figs. 


The authors draw attention to a minor disadvantage 
in the use of vials sealed with diaphragms made of 
synthetic rubber or “ neoprene *’. When hollow needles 
are passed through these diaphragms for the purpose of 
withdrawing the fluid contents, minute fragments of 
rubber may be expelled into the vial or become lodged in 
the bore of the needle. The local reaction produced by 
the injection of these fragments into the tissues of guinea- 
pigs was studied. The reaction was relatively mild and 
was of the foreign-body type, except that giant cells were 
absent. In some animals the minute rubber plugs 
migrated from the site of the injection in the gluteal 
muscle to the popliteal space. Damage to synthetic 


rubber diaphragms can be avoided by withdrawing the 
fluid through a needle specially designed by the authors. 
This needle has a solid point and a small lateral opening 
near its tip. 


G. B. Forbes 


1046. Accuracy of Sampling by Needle Biopsy in Diffuse 
Liver Disease . 

S. S. WALDsTEIN and P. B. SZANTO. Archives of Patho- 
logy [Arch. Path.] 50, 326-328, Sept., 1950. 8 refs. 


The value of needle biopsy of the liver often depends 
upon the representative nature of the scanty material 
obtained. The authors took needle specimens from 10 
different parts of the liver of each of 15 cadavers; 4 of 
the livers were normal, cirrhosis was present in 9, and 
toxic hepatitis was present in 2. Each specimen was 
examined and the presence or absence of 7 pathological 
features noted, the findings in the 10 specimens from each 
liver being compared. They found little difference 
between the findings as regards liver cell damage or fatty 
changes, and there were significant differences in respect 
of lobular pattern, scarring, and changes in the portal 
triads in only 10% of the specimens examined. In only 
3 cases were all features uniform in all specimens. It is 
concluded that these results give confidence in needle 
biopsy as a means of evaluating diffuse hepatic disease. 

{Examination of material obtained from cadavers 
hardly seems a satisfactory method of assessing the 
uniformity of liver cell damage as revealed by needle 
biopsy in the living.] R. B. Terry 


1047. The Uroprecipitation Reaction in Rheumatic 
Disease. (Odczyn uroprecypitacyjny w chorobie gosé- 
cowe}) 
H. HirszFeLpowa and J. Szomska. Polski Tygodnik 
Lekarski (Polsk. Tyg. lek.] 5, 932-933, June 12, 1950. 
4 refs. 


The uroprecipitation reaction was studied in 123 cases 
of rheumatism. Positive results were obtained in 
54 cases. Both auto- and iso-uroprecipitations have 
been observed by other workers in a variety of diseases 
(pneumonia, jaundice, typhoid fever, typhus) but in low 
titre (I in 2, 1 in 4, occasionally | in 8), whereas in cases 
of rheumatic disease the titre was usually 1 in 32 to 
1 in 64. 

The authors recommend for the test 0-2 ml. of in- 
activated serum from the patient, superimposed on 
0-5 ml. of boiled and filtered urine. After incubation of 
this at 37’ C. for 18 hours, the results are read in an 
agglutinoscope. Controls include saline and serum, 
and saline and urine. J. W. Czekalowski 


1048. The Testis. I. The Normal Testis 
R. C. SNiFFEN. Archives of Pathology (Arch. Path.]}. 50, 
259-284, Sept., 1950. 14 figs., bibliography. 


A study of testicular biopsy specimens from normal 
male subjects, starting at the fifth week of intrauterine 
life, was undertaken in order to establish a base-line for 
the evaluation of testicular abnormality in male infertility. 
This method is preferred to aspiration of the testicle. 

The development, maturation, and involution of the 


testis from early foetal life to senility is described. 


Particular attention is directed towards the following 
features. At birth, the large foetal interstitial cells 
rapidly disappear, a change similar to that occurring at 
the same time in the adrenal cortex. No interstitial cells 
are then to be seen in the specimen until about the 14th 
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year, when the Leydigcells begin to develop; their possible 
origin, development, and final involution are traced. 
Their number in the normal adult testis bears no relation 
to age. The author believes that development of pro- 
nounced spermatocytic activity antedates the appearance 
of definite Leydig cells. The stages in the metamorphosis 
of the “* indifferent cell”’ to the mature Sertoli cell are 
stressed as important in assessment of the maturity of a 
tubule or of the effect of endocrine therapy on immature 
tubules. In the mature testis, during failure of spermato- 
genesis from whatever cause, the number of intracyto- 
plasmic lipoid globules in the Sertoli cells is increased. 
In many conditions involving the testis the tunica propria 
is thickened, but this thickening does not appear to be 
influenced solely by changes in spermatogenic activity. 
However, with unequivocal thickening, the Sertoli cells 
are always atrophic. This thickening can, in certain 
conditions, be reduced by administration of appropriate 
pituitary preparations. In the aged, the variation found 
in the testis is immense, but the commonest change is a 
general hypospermatogenesis affecting all tubules equally. 
A. Ackroyd 


1049. The Testis. II. Abnormalities of Spermatogenesis; 
Atresia of the Excretory Ducts 

R. C. SNiIFFEN, R. P. Howarp, and F. A. Simmons. 
Archives of Pathology {Arch. Path.| 50, 285-295, Sept., 
1950. 6 figs., 18 refs. 


Following their study of biopsy specimens of the normal 
testis (see Abstract 1048), the authors give a report of the 
findings in testicular biopsy of a group of 67 otherwise 
healthy men who complained of sterility and who were 
found to have a deficiency or absence of sperm. The 
men fell into two categories, those who showed some 
abnormality of sperm formation (32), and those with 
atresia of the excretory ducts probably of gonococcal 
origin, but with normal spermatogenesis (35). Of the 
former group, an arrest of maturation of spermatozoa 
was found in 8, hypospermatogenesis without arrest of 
maturation at any particular stage in 15, and oligospermia 
with a normal testis in 9. Hormone therapy had no 
effect in any of these cases. 

The value of testicular biopsy before treatment of cases 
of sterility is discussed. A. Ackroyd 


1050. Sources of Error in Determination of Plasma 
Volume. (Fehlerquellen bei der Plasmavolumenbestim- 
mung) 

H. Remmer. Klinische Wochenschrift [Klin. Wschr.] 28, 
566-569, Sept. 1, 1950. 3 figs., 16 refs. 


The author of this article emphasizes once again the 
advantage of estimating plasma volume by the use of 
Evans blue rather than Congo red. An additional 
factor in favour of using a blue rather than a red dye is 
said to be the lack of colour interference by small amounts 
of haemolysis when diluted serum is used for determina- 
tion of the concentration of the injected pigment. 

Reference is made to the double-injection technique, 
which by some authors has been claimed to eliminate any 
error caused by pigment-absorbing structures by block- 
ing them with a preliminary injection of Evans blue. 


The author has had varying results from the double- 
injection technique, and found it more frequently 
necessary in 1948 than in 1949; in one case in which the 
test was repeated after an interval the disappearance of 
the Evans blue after the first injection occurred normally 
on the first occasion, but was delayed on the second. 
{In the abstracter’s experience, such discrepancies 
may be explained not only by an individual factor in the 
human subject but also by the use of different samples 
of Evans blue.] H. Lehmann 


1051. The Sternal Route in Measuring Blood Volume 
C. ReicH and L. Howarp. American Journal of Clinical 
Pathology {Amer. J. clin. Path.| 20, 837-838, Sept., 1950, 
1 ref. 


A comparison was made of volumetric readings of 
blood taken simultaneously from the vein and sternum 
in 50 patients. The results obtained of blood and plasma 
volumes, and of values of haemoglobin, haematocrit 
readings, and serum proteins were practically identical, 
In cases of shock, or when veins are inaccessible, it is 
possible to use the sternal route in measuring blood 
volume.—[Authors’ summary. | 


1052. The Correlation between the Ear Thickness and 
Saturation Readings of the Millikan Oximeter 

R. Penneys. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.| 87, 215-220, Sept., 1950. 
1 fig., 5 refs. 


The Millikan oximeter is designed to measure the 
oxygen saturation of arterial blood by estimating the 
transmission of light through the intact ear. The 
present paper reports a statistical analysis of the results 
obtained in 124 patients. It was found that the thickness 
of the ear. which had been thought not to matter, affects 
the results. The author gives a formula for correction 
of this factor. A, Michael Davies 


1053. A Rapid Titrimetric Method for Determination of 
Blood-Sugar 

F. RAPPAPORT and E. EicHHORN. American Journal of 
Clinical Pathology [Amer. J. clin. Path.| 20, 834-836, 
Sept., 1950. 5 refs. 


1054. Cytological Studies of Sputum and Puncture 
Fluids by Silverstolpe’s Method. (Uber cytologische 
Untersuchungen von Expectoraten und Punktions- 
fliissigkeiten mittels der Methode von L. Silverstolpe) 
G. KAHLAu. Klinische Wochenschrift [Klin. Wschr.] 28, 
574-577, Sept. 1, 1950. 4 figs., 16 refs. 


The author examined 167 specimens of sputum and 
pleural and ascitic fluid for the presence of malignant cells. 
The technique used was that of Silverstolpe (Acta path. 
microbiol. scand., 1948, 25, 87), which entails the adsorp- 
tion of ail cells in the fluid by a protein precipitate. 
Out of 87 specimens of sputum (largely derived from 
proved cases) carcinoma was diagnosed cytologically 
with certainty 32 times, and as more or less probable 
36 times. Of these 68 cases, necropsy was subsequently 
performed in 15 and the diagnosis confirmed in 12. In 
one of the 3 cases not confirmed post mortem a chronic 
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bronchitis with metaplasia of the bronchial epithelium 
was present and had given rise to misleading appearances. 
Of the 48 specimens of pleural and 32 of ascitic fluid, 
tumour cells were found in 26 cases. . Of these the 
diagnosis was confirmed post mortem in 3, and in 10 the 
patient could be assumed almost certainly from the 
clinical picture to be suffering from malignant disease. 
In 15 of the 80 cases malignant tumour was suggested as 
a tentative diagnosis only; in 5 of these the diagnosis 
was upheld post mortem or by the clinical findings. The 
author’s experience suggests that the method is helpful 
in diagnosis, though it has not yet been sufficiently 
tested to allow definite conclusions to be drawn as to its 
reliability. 

It is stated in an addendum that in the year 1949 a 
total of 350 specimens of sputum and pleural and ascitic 
fluid were investigated, and it is calculated on the basis 
of the 45 cases controlled post mortem or by operation 
that the diagnostic certainty of the Silverstolpe method 
is about 84%. [Though it is not specifically stated, it 
can probably be assumed that this material also was 
highly selected.] H. Lehmann 


1055. Interpretation of Findings in the Cerebrospinal 
Fluid. IV. Syndrome of Normality 

C. LANGE and J. K. Miter. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.| 36, 399-406, Sept., 
1950. 1 fig., 9 refs. 


1056. Normal Hemoglobin Clearances in Chronic Pro- 
teinuria 

J. L. BRANDT, R. FRANK, and H. C. LICHTMAN. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 74, 863-865, 
Sept., 1950. 1 fig., 4 refs. 


The renal clearance of inulin and of haemoglobin was 
determined simultaneously in 5 normal subjects and in 
3 patients with the nephrotic syndrome who were passing 
5 to 20 g. of protein daily. Haemoglobinuria appeared 
20 to 40 minutes after the priming infusion of 75 to 
100 ml. of 6°, haemoglobin solution had been started. 
A sustaining infusion of 3% haemoglobin solution was 
given at the rate of 4 ml. a minute. 

The maximum haemoglobin clearance, occurring at 
plasma levels up to 550 mg. of haemoglobin per 100 ml., 
was between 2 and 5% of the inulin clearance in both test 
and control patients, suggesting that glomerular perme- 
ability to haemoglobin is approximately normal in the 
nephrotic syndrome. M. Lubran 


1057. Segmental Renal Function Studies 
W. L. VALK and A. D. MITCHELL. Journal of Urology 
[J. Urol.] 64, 254-267, Aug., 1950. 4 figs., 16 refs. 


The authors describe a method of evaluating total 
renal function by means of a battery of renal function 
tests, consisting of the following investigations: (1) Urea, 
p-aminohippurate, and inulin clearance tests. (2) Tubu- 
lar mass estimations for p-aminohippurate and glucose. 
(3) Phenol-red excretion test. (4) Measurement of 
protein content and albumin/globulin ratio of serum, and 
the blood urea, non-protein nitrogen, and creatinine 


levels. (5) Measurement of blood alkali reserve, plasma 
chloride content, and serum calcium, inorganic phosphate, 
and potassium levels. (6) Examination of urine for 
protein, erythrocytes, and casts; culture of urine and 
sensitivity tests on isolated organisms. (7) Determina- 
tion of urinary ammonia content, titratable acidity, and 
bicarbonate content (to assess the degree of conservation 
of base). (8) Determination of maximum concentration 
and dilution of urine. 

All measurements, where necessary, are corrected to 
a standard surface area of 1-73 sq. m. and tabulated 
concisely, together with the haematocrit reading, 
haemoglobin level, and leucocyte count, to form a 
** renogram *’ on which the normal ranges for the tests 
used are also indicated. (The chart used for this purpose 
is reproduced in the text.) It is stated that the main 
value of the renogram is in research, in that vascular, 
glomerular, and tubular aspects of renal function can 
be assessed separately. Its application to the study of 
6 cases of renal disease is described. Comparison of the 
results of more commonly used and simpler tests with 
those of the more exact ones listed above showed that, 
at the best, the former gave only a rough estimate of 
total renal function. M. Lubran 


1058. Serum Cholinesterase Determination in the Dif- 
ferential Diagnosis of Jaundice 

J. M. O. Atcatpe. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 36, 391-398, Sept., 1950. 
3 figs., 40 refs. 


The author measured non-specific serum cholinesterase 
by a simple potentiometer procedure. One ml. of 
substrate solution (10% solution of acetylcholine bromide 
in distilled water) was added to 0-2 ml. of serum (fasting 
sample) in 10 ml. of buffer (4-240 g. of barbitone sodium 
and 5 g. sodium glycerophosphate, with 2:4 ml. of 
10°, HCl added and the volume made up to 1,000 ml. 
with distilled water). The pH of the buffer should be 
8-0 at 25°C. The mixture was incubated for an hour 
at 37°C. and the amount of acetic acid liberated, 
as shown by the lowering of the pH of the solution, was 
measured with a Beckman pH meter. The difference in 
pH before and after incubation, minus the correction 
factor for nonenzymatic hydrolysis, equals the choline- 
sterase value in pH units. Tables of correction factors 
are given. 

A series of 211 determinations of serum cholinesterase 
were made. The normal range is from 0-38 to 1-09, 
with an average of 0-60 unit. In cases of cirrhosis of 
the liver the values were consistently low, varying between 
0-07 and 0-33 unit. In obstructive jaundice from 
benign causes the values were essentially normal; in 
cases in which obstruction was proved to be due to a 
malignant tumour the range was 0-06 to 0-29 unit. 
Observations on patients with hepatitis suggest that the 
values are low at the peak of the disease and rise during 
convalescence. 

Serum cholinesterase estimation is an aid in the 
differential diagnosis of jaundice, especially when con- 
sidered with other clinical and laboratory features. 

Harold Caplan 
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increased the maximum turbidity reached was reduced 
and was followed by more and more rapid lysis. At the 
same time the organisms showed a larger and larger 
proportion of elongated non-septate forms with marked 
loss of the Gram-positive staining property. There was 
no change in the capacity of the organisms to produce 
a-toxin, @-haemolysin, and hyaluronidase during the 
logarithmic phase, though this capacity was naturally 
suppressed during lysis. 

Transfer of elongated forms to penicillin-free medium 
showed that there was little difference in viability between 
cultures in media containing penicillin and those in 
control media up to the time of maximum turbidity; 
after that, cultures in media containing penicillin showed 
sterilization by lysis, though the culture might be sterile 
before lysis was complete. In penicillin-free media 
elongated forms reverted to the normal form and, though 
the lag phase was somewhat lengthened, maximum 
turbidity and «-toxin production were similar to those 
obtained in cultures of normal forms. 

Elongated bacilli were as capable as normal forms of 
producing experimental gas gangrene in guinea-pigs on 
intramuscular injection; on intraperitoneal injection 
they were slightly less virulent. 

Morphological changes in C/. welchii type A similar 
to those produced in vitro were obtained by treating 
infected guinea-pigs with penicillin. The treatment did 
not affect the capacity of the organism to produce gas 
gangrene, its ability to avoid phagocytosis, or its ability 
to revert to the normal form. 

Clearly, for penicillin to have any effect in Cl. welchii 
type A infection, its concentration in the tissues must be 
such as to kill the bacteria and not merely to inhibit cell 
division. C. L. Oakley 


1066. Single Cell Culture of C/. welchii Type A Morpho- 
logically Changed by Penicillin 

K. I. JouNstone, J. E. Crorts, and D.G. Evans. British 
Journal of Experimental Pathology [Brit. J. exp. Path.) 
31, 562-565, Aug., 1950. 3 refs. 


Single-cell cultures of Clostridium welchii type A were 
prepared by growing elongated non-septate single organ- 
isms, obtained by micromanipulation from cultures in 
penicillin-containing media, on pieces of nutrient agar 
in rabbit-liver broth at 37° C. Similar single-cell cultures 
were made from normal forms. Both forms gave rise 
to normal cultures, and there seemed to be little difference 
in viability. Inhibition of cell division, though a phase 
through which penicillin-treated organisms pass before 
death, is not necessarily fatal to the organism; their 
subsequent death will take place only if penicillin 
treatment is continued. C. L. Oakley 


1067. The in vitro Effect of Analogs of Vitamin K on 
Mycobacterium tuberculosis var. hominis, Strain H37Rv 
A. KimMLeR. Journal of Bacteriology {J. Bact.] 60, 469- 
472, Oct., 1950. 1 fig., 11 refs. 


1068. Four New Pneumococcus Types. [in English] 
E. Lunp. Acta Pathologica et Microbiologica Scandi- 
navica [Acta path. microbiol. scand.| 27, 720-725, 1950. 


IMMUNITY 


1069. Combined ctive—Passive Re-immunization 
against Tetanus in Previously Immunized Individuals; 
Experimental and Clinical Evidence 

J. J. MILLER and M. L. Ryan. Journal of Immunology 
[J. Immunol.] 65, 143-154, Aug., 1950. 5 figs., 10 refs, 


Five rabbits primarily stimulated with 0-1 ml. alu- 
minium hydroxide-adsorbed tetanus toxoid were rested 
for 5 months. Two were then given 0-1 ml. fluid 
tetanus toxoid intramuscularly; typical secondary re. 
sponses appeared on the third day. In 2 others given 
0-1 ml. fluid tetanus toxoid intramuscularly, and 150 units 
tetanus antitoxin intramuscularly into another area 
there was an immediate rise in antitoxin titre due to 
injected antitoxin, followed by a secondary rise beginning 
on the third or fourth day. The remaining animal 
received a mixture of 0-1 ml. fluid toxoid and 150 units 
antitoxin intramuscularly; the antitoxin level in its 
circulation neither rose nor fell over a period of 21 days, 

Secondary responses were also observed in animals 
previously primarily stimulated with 0-1 ml. aluminium 
hydroxide-adsorbed tetanus toxoid when they were given 
an intramuscular injection of 0-05 or 0-1 ml. alcohol- 
refined alum-precipitated toxoid (A.P.T.), whether 
tetanus antitoxin was given at the same time in another 
area or not. Increase in the amount of antitoxin given 
to 500 units made no difference to the secondary 
response. If hyaluronidase was added to the A.P.T, 
before injection a secondary response still occurred at 
about the same time in animals given 150 units tetanus 
antitoxin, but the maximum titre reached was somewhat 
higher than in animals that did not receive hyaluronidase, 

Similar experiments were carried out in man. Four 
subjects who had previously been immunized with fluid 
tetanus toxoid or A.P.T. were given 0-5 ml. fluid toxoid 
and 1,500 units tetanus antitoxin (in different limbs) 
after they had suffered injuries liable to lead to tetanus. 
In 3 cases the antitoxin was given at the same time as the 
toxoid, but in the other case, 2 days later. Three out of 
the 4, including the one in whom administration of 
antitoxin was delayed, showed a well-marked secondary 
response to tetanus toxoid; the remaining subject was 
known from other evidence to give a poor response to 
tetanus toxoid. 

The authors recommend the use of simultaneous active 
and passive immunization against tetanus for patients 
who have suffered shock, compound fractures, and 
massively contaminated wounds at any time after they 
have been immunized, and for patients suffering less 
severe wounds 4 years or more after immunization. 

[This is an extremely important paper, with an obvious 
bearing on medical practice: it is to be hoped that the 
work will be repeated with methods of antitoxin titration 
that inspire greater confidence. Testing for tetanus 
antitoxin at the 0-001-unit (U.S.A.) level involves con- 
siderable error, and is very liable to give an overestimate 
of the antitoxin content of asample. The results for the 


rabbit that received a mixture of 0-1 ml. fluid toxoid 
(whose strength is nowhere stated) and 150 units of 
tetanus antitoxin (stated to be heterologous, presumably 
refined horse antitoxin, but no information is given) 


vaccin 
toxoid 
5 to | 
jectior 
huma 
45 m 
showe 
infect 
nogen 
immu 


micro 
A 
previ 
given 
of at 
ately 
A an 
and 
altog 
oids, 


| seem 
Only 
would 
(as WO 
titre sl 

fall. 
injecti 
1070. 
Prepal 
precip 
R. M 
Journ 
1950. 
An 
1071. 
Again 
Tetan 
Thom 
que . 
ricket 
parat 
| ricke 
day | 
The | 
only, 
Th 
of th 
Salm 
and 1 
with 
capa 
resp 
and 
resp 


IMMUNITY 271 


seem to deserve more comment than is given them. 
Only if the tetanus toxoid contained 1,500 Lf per ml. 
would the mixture be neutral; if it contained less toxoid 
(as would ordinarily be expected) some rise in antitoxin 
titre should have occurred in the rabbit, and later some 
fall. In no case has an experiment been controlled by 
injection of antitoxin alone.] C. L. Oakley 


1070. Measure of Immunologic Responses to an Improved 
Preparation of Diphtheria and Tetanus Toxoids (Alum- 
precipitated) Combined with Pertussis Vaccine 

R. M. Tyson, B. J. Houston, and M. M. PASCHKis. 
Journal of Pediatrics (J. Pediat.\ 37, 357-361, Sept., 
1950. 19 refs. 


An improved preparation of Haemophilus pertussis 
vaccine with alum-precipitated diphtheria and tetanus 
toxoids was used to immunize 100 healthy babies, aged 
5 to 6 months. Immunization consisted of three in- 
jections at monthly intervals of 0-5 ml., containing two 
human doses each of diphtheria and tetanus toxoids and 
45 million H. pertussis organisms. Laboratory tests 
showed that it gave adequate protection against all three 
infections. !t is concluded that the H. pertussis aggluti- 
nogen skin test is satisfactory for the differentiation of 
immune from nen-immune individuals. 

R. S. Illingworth 


1071. Human Immunization by a Combined Prophylactic 
Against Typhoid Fever, Paratyphoid A and B, Diphtheria, 
Tetanus, and Rickettsial Infection. (Immunisation de 
l'homme par un vaccin combiné antityphoparatyphoidi- 
que A and B, antidiphtérique, antitétanique et anti- 
rickettsies (vaccination T.A.B.D.T.R.) 

A. Jupe. Revue d’Immunologie et de Thérapie Anti- 
microbienne [Rev. Immunol.] 14, 215-232, 1950. 30 refs. 


A series of 45 men, aged about 20 years and never 
previously immunized against tetanus or diphtheria, were 
given 3 subcutaneous injections at fortnightly intervals 
of a mixture of the following substances, mixed immedi- 
ately before injection: T.A.B.D.T. (typhoid-paratyphoid 
A and B vaccines, plus diphtheria and tetanus toxoids) 
and a formolized rickettsial vaccine. They received 
altogether 60 Lf doses of diphtheria and of tetanus tox- 
oids, 3,500 million typhoid bacilli, 1,500 million Salmonella 
paratyphi A, 2,500 million Salm. paratyphi B, and 3 ml. 
rickettsial vaccine. Samples of blood were taken the 
day before the first injection, and 8 days after the last. 
The 96 controls received three injections of T.A.B.D.T. 
only, and were bled 8 days after the last injection. 

There was a well-marked increase in the average titre 
of the serum of controls and of those vaccinated with the 
mixture, in O and H agglutinins against Salm. typhi and 
Salm. paratyphi A and B, and adequate titres of diphtheria 
and tetanus antitoxins were obtained. Those vaccinated 
with the complete mixture showed definite increase in 
capacity to fix complement in the presence of rickettsial 
antigen. There seemed little difference between the 


responses of those injected with the complete mixture 
and those injected with T.A.B.D.T. (apart from the 
response to the rickettsial antigen) except that in the 


former group the response to tetanus toxoid appeared 
to be delayed, possibly on account of the adsorption of 
tetanus toxoid by the lung fragments present in the 
rickettsial vaccine. 

[The results are presented in such a way as to make it 
impossible to tell which individual responded in a 
particular way, or whether some did not respond at all. 
The unfortunate failure, owing to lack of animals, to 
determine diphtheria antitoxin titres before immuniza- 
tion, or to follow up the responses during the immuniza- " 
tion, also renders the experiments of less value than 
they might otherwise be.] C. L. Oakley 


1072. Study of Some Antibodies in the Pregnant Woman 
and the Newborn Infant. (Etude de quelques anticorps 
chez la femme enceinte et le nouveau-né) 

L. CARRERE, G. RENOUX, and P. DAUTHERIBES. Revue 
d’Immunologie et de Thérapie Antimicrobienne [Rev. 
Immunol.) 14, 244-252, 1950. 18 refs. 


As a result of an investigation of the agglutinin titres 
of the serum of pregnant women against Salmonella 
typhi (H and O) and Salm. paratyphi B (H), it is con- 
cluded that the percentage of sera of pregnant women 
possessing agglutinins against these antigens does not 
differ from the corresponding percentage in men or 
non-pregnant women. 

Comparison of these agglutinin titres and those of anti- 
sheep and anti-guinea-pig haemolysins in the serum of 
mothers and in the serum of the foetal cord blood 
shows that the titres of the cord serum antibodies may be 
slightly higher than, equal to, or lower than those in the 
maternal serum, and that the ratios for different anti- 
bodies may not be equal in the same mother and infant. 
Similar observations (for agglutinins only) are made for 
maternal serum and colostrum. Various hypotheses 
(dilution in the mother, concentration in the foetus, 
placental selection of antibodies (possibly in accordance 
with their molecular weights), antibody production in the 
placenta, genetic differences between mother and foetus) 
are put forward to explain these discrepancies, but no 
evidence is offered to support any of them. 

[There is no evidence that the sampling in the com- 
parisons between pregnant women, non-pregnant women, 
and men was adequate, or, as the authors themselves 
admit, that this comparison throws any light on changes 
in antibody titres during pregnancy.] C. L. Oakley 


1073. Agglutination of Bacteria by Lymphoid Cells in 
vitro 

E. Reiss, E. MERTENS, and W. E. Euricu. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.) 74, 732-735, Aug., 1950. 
12 figs., 6 refs. 


The popliteal lymph nodes of rabbits were stimulated 
to: produce agglutinins against Salmonella typhi H 
antigen or Brucella antigen by injecting the appropriate 
antigen into the foot pad. From 2 to 14 days later the 
popliteal lymph nodes were excised and their cells sus- 
pended in saline and washed and centrifuged twice to 
remove adherent antibody. A drop of fluid containing 
cells from the lymph node was then placed on the slide 
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increased the maximum turbidity reached was reduced 
and was followed by more and more rapid lysis. At the 
same time the organisms showed a larger and larger 
proportion of elongated non-septate forms with marked 
loss of the Gram-positive staining property. There was 
no change in the capacity of the organisms to produce 
a-toxin, @-haemolysin, and hyaluronidase during the 
logarithmic phase, though this capacity was naturally 
suppressed during lysis. 

Transfer of elongated forms to penicillin-free medium 
showed that there was little difference in viability between 
cultures in media containing penicillin and those in 
control media up to the time of maximum turbidity; 
after that, cultures in media containing penicillin showed 
sterilization by lysis, though the culture might be sterile 
before lysis was complete. In penicillin-free media 
elongated forms reverted to the normal form and, though 
the lag phase was somewhat lengthened, maximum 
turbidity and «-toxin production were similar to those 
obtained in cultures of normal forms. 

Elongated bacilli were as capable as normal forms of 
producing experimental gas gangrene in guinea-pigs on 
intramuscular injection; on intraperitoneal injection 
they were slightly less virulent. 

Morphological changes in Cl. welchii type A similar 
to those produced in vitro were obtained by treating 
infected guinea-pigs with penicillin. The treatment did 
not affect the capacity of the organism to produce gas 
gangrene, its ability to avoid phagocytosis, or its ability 
to revert to the normal form. 

Clearly, for penicillin to have any effect in C/. welchii 
type A infection, its concentration in the tissues must be 
such as to kill the bacteria and not merely to inhibit cell 
division. C. L. Oakley 


1066. Single Cell Culture of C/. welchii Type A Morpho- 
logically Changed by Penicillin 

K. I. Jounstone, J. E. Crorts, and D.G. Evans. British 
Journal of Experimental Pathology [Brit. J. exp. Path.) 
31, 562-565, Aug., 1950. 3 refs. 


Single-cell cultures of Clostridium welchii type A were 
prepared by growing elongated non-septate single organ- 
isms, obtained by micromanipulation from cultures in 
penicillin-containing media, on pieces of nutrient agar 
in rabbit-liver broth at 37° C. Similar single-cell cultures 
were made from normal forms. Both forms gave rise 
to normal cultures, and there seemed to be little difference 
in viability. Inhibition of cell division, though a phase 
through which penicillin-treated organisms pass before 
death, is not necessarily fatal to the organism; their 
subsequent death will take place only if penicillin 
treatment is continued. C. L. Oakley 


1067. The in vitro Effect of Analogs of Vitamin K on 
Mycobacterium tuberculosis var. hominis, Strain H37Rv 
A. Journal of Bacteriology {J. Bact.) 60, 469- 
472, Oct., 1950. 1 fig., 11 refs. 


1068. Four New Pneumococcus Types. [In English] 
E. Lunp. Acta Pathologica et Microbiologica Scandi- 
navica {Acta path. microbiol. scand.| 27, 720-725, 1950. 
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1069. Combined Active—Passive Re-immunization 
against Tetanus in Previously Immunized Individuals: 
Experimental and Clinical Evidence 

J. J. Mitten and M. L. Ryan. Journal of Immunology 
[J. Immunol.] 65, 143-154, Aug., 1950. 5 figs., 10 refs, 


Five rabbits primarily stimulated with 0-1 ml. alu- 
minium hydroxide-adsorbed tetanus toxoid were rested 
for 5 months. Two were then given 0-1 ml. fluid 
tetanus toxoid intramuscularly; typical secondary re- 
sponses appeared on the third day. In 2 others given 
0-1 ml. fluid tetanus toxoid intramuscularly, and 150 units 
tetanus antitoxin intramuscularly into another area 
there was an immediate rise in antitoxin titre due to 
injected antitoxin, followed by a secondary rise beginning 
on the third or fourth day. The remaining animal 
received a mixture of 0-1 ml. fluid toxoid and 150 units 
antitoxin intramuscularly; the antitoxin level in its 
circulation neither rose nor fell over a period of 21 days. 

Secondary responses were also observed in animals 
previously primarily stimulated with 0-1 ml. aluminium 
hydroxide-adsorbed tetanus toxoid when they were given 
an intramuscular injection of 0-05 or 0-1 ml. alcohol- 
refined alum-precipitated toxoid (A.P.T.), whether 
tetanus antitoxin was given at the same time in another 
area or not. Increase in the amount of antitoxin given 
to 500 units made no difference to the secondary 
response. If hyaluronidase was added to the A.P.T. 
before injection a secondary response still occurred at 
about the same time in animals given 150 units tetanus 
antitoxin, but the maximum titre reached was somewhat 
higher than in animals that did not receive hyaluronidase. 

Similar experiments were carried out in man. Four 
subjects who had previously been immunized with fluid 
tetanus toxoid or A.P.T. were given 0-5 ml. fluid toxoid 
and 1,500 units tetanus antitoxin (in different limbs) 
after they had suffered injuries liable to lead to tetanus. 
In 3 cases the antitoxin was given at the same time as the 
toxoid, but in the other case, 2 days later. Three out of 
the 4, including the one in whom administration of 
antitoxin was delayed, showed a well-marked secondary 
response to tetanus toxoid; the remaining subject was 
known from other evidence to give a poor response to 
tetanus toxoid. 

The authors recommend the use of simultaneous active 
and passive immunization against tetanus for patients 
who have suffered shock, compound fractures, and 
massively contaminated wounds at any time after they 
have been immunized, and for patients suffering less 
severe wounds 4 years or more after immunization. 

(This is an extremely important paper, with an obvious 
bearing on medical practice: it is to be hoped that the 
work will be repeated with methods of antitoxin titration 
that inspire greater confidence. Testing for tetanus 
antitoxin at the 0-001-unit (U.S.A.) level involves con- 
siderable error, and is very liable to give an overestimate 
of the antitoxin content of asample. The results for the 
rabbit that received a mixture of 0-1 ml. fluid toxoid 
(whose strength is nowhere stated) and 150 units of 
tetanus antitoxin (stated to be heterologous, presumably 
refined horse antitoxin, but no information is given) 
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seem to deserve more comment than is given them. 
Only if the tetanus toxoid contained 1,500 Lf per ml. 
would the mixture be neutral; if it contained less toxoid 
(as would ordinarily be expected) some rise in antitoxin 
titre should have occurred in the rabbit, and later some 
fall. In no case has an experiment been controlled by 
injection of antitoxin alone.] C. L. Oakley 


1070. Measure of Immunologic Responses to an Improved 
Preparation of Diphtheria and Tetanus Toxoids (Alum- 
precipitated) Combined with Pertussis Vaccine 

R. M. Tyson, B. J. Houston, and M. M. PAscHKIs. 
Journal of Pediatrics [J. Pediat.\ 37, 357-361, Sept., 
1950. 19 refs. 


An improved preparation of Haemophilus pertussis 
vaccine with alum-precipitated diphtheria and tetanus 
toxoids was used to immunize 100 healthy babies, aged 
5 to 6 months. Immunization consisted of three in- 
jections at monthly intervals of 0-5 ml., containing two 
human doses each of diphtheria and tetanus toxoids and 
45 million H. pertussis organisms. Laboratory tests 
showed that it gave adequate protection against all three 
infections. !t is concluded that the H. pertussis aggluti- 
nogen skin test is satisfactory for the differentiation of 
immune from nen-immune individuals. 

R. S. Illingworth 


1071. Human Immunization by a Combined Prophylactic 
Against Typhoid Fever, Paratyphoid A and B, Diphtheria, 
Tetanus, and Rickettsial Infection. (Immunisation de 
l'homme par un vaccin combiné antityphoparatyphoidi- 
que A and B, antidiphtérique, antitétanique et anti- 
rickettsies (vaccination T.A.B.D.T.R.) 

A. Jupe. Revue d’Immunologie et de Thérapie Anti- 
microbienne [Rev. Immunol.] 14, 215-232, 1950. 30 refs. 


A series of 45 men, aged about 20 years and never 
previously immunized against tetanus or diphtheria, were 
given 3 subcutaneous injections at fortnightly intervals 
of a mixture of the following substances, mixed immedi- 
ately before injection: T.A.B.D.T. (typhoid-paratyphoid 
A and B vaccines, plus diphtheria and tetanus toxoids) 
and a formolized rickettsial vaccine. They received 
altogether 60 Lf doses of diphtheria and of tetanus tox- 
oids, 3,500 million typhoid bacilli, 1,500 million Salmonella 
paratyphi A, 2,500 million Salm. paratyphi B, and 3 ml. 
rickettsial vaccine. Samples of blood were taken the 
day before the first injection, and 8 days after the last. 
The 96 controls received three injections of T.A.B.D.T. 
only, and were bled 8 days after the last injection. 

There was a well-marked increase in the average titre 
of the serum of controls and of those vaccinated with the 
mixture, in O and H agglutinins against Salm. typhi and 
Salm. paratyphi A and B, and adequate titres of diphtheria 
and tetanus antitoxins were obtained. Those vaccinated 
with the complete mixture showed definite increase in 
Capacity to fix complement in the presence of rickettsial 
antigen. There seemed little difference between the 
responses of those injected with the complete mixture 
and those injected with T.A.B.D.T. (apart from the 
response to the rickettsial antigen) except that in the 


former group the response to tetanus toxoid appeared 
to be delayed, possibly on account of the adsorption of 
tetanus toxoid by the lung fragments present in the 
rickettsial vaccine. 

[The results are presented in such a way as to make it 
impossible to tell which individual responded in a 
particular way, or whether some did not respond at all. 
The unfortunate failure, owing to lack of animals, to 
determine diphtheria antitoxin titres before immuniza- 
tion, or to follow up the responses during the immuniza- 
tion, also renders the experiments of less value than 
they might otherwise be.] C. L. Oakley 


1072. Study of Some Antibodies in the Pregnant Woman 
and the Newborn Infant. (Etude de quelques anticorps 
chez la femme enceinte et le nouveau-né) 

L. Carrere, G. RENOUX, and P. DAUTHERIBES. Revue 
d’Immunologie et de Thérapie Antimicrobienne [Rev. 
Immunol.] 14, 244-252, 1950. 18 refs. 


As a result of an investigation of the agglutinin titres 
of the serum of pregnant women against Salmonella 
typhi (H and O) and Salm. paratyphi B (H), it is con- 
cluded that the percentage of sera of pregnant women 
possessing agglutinins against these antigens does not 
differ from the corresponding percentage in men or 
non-pregnant women. 

Comparison of these agglutinin titres and those of anti- 
sheep and anti-guinea-pig haemolysins in the serum of 
mothers and in the serum of the foetal cord blood 
shows that the titres of the cord serum antibodies may be 
slightly higher than, equal to, or lower than those in the 
maternal serum, and that the ratios for different anti- 
bodies may not be equal in the same mother and infant. 
Similar observations (for agglutinins only) are made for 
maternal serum and colostrum. Various hypotheses 
(dilution in the mother, concentration in the foetus, 
placental selection of antibodies (possibly in accordance 
with their molecular weights), antibody production in the 
placenta, genetic differences between mother and foetus) 
are put forward to explain these discrepancies, but no 
evidence is offered to support any of them. 

[There is no evidence that the sampling in the com- 
parisons between pregnant women, non-pregnant women, 
and men was adequate, or, as the authors themselves 
admit, that this comparison throws any light on changes 
in antibody titres during pregnancy.] C. L. Oakley 


1073. Agglutination of Bacteria by Lymphoid Cells in 
vitro 

E. Reiss, E. MERTENS, and W. E. Euricu. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 74, 732-735, Aug., 1950. 
12 figs., 6 refs. 


The popliteal lymph nodes of rabbits were stimulated 
to produce agglutinins against Salmonella typhi H 
antigen or Brucella antigen by injecting the appropriate 
antigen into the foot pad. From 2 to 14 days later the 
popliteal lymph nodes were excised and their cells sus- 
pended in saline and washed and centrifuged twice to 
remove adherent antibody. A drop of fluid containing 
cells from the lymph node was then placed on the slide 
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a drop of diluted antigen mixed with it, and the whole 
sealed and examined microscopically. In some such 
mixtures after about 15 minutes bacteria began to stick 
to some of the cells. This sticking was most marked 
in cells from nodes stimulated 5 to 7 days before, least 
in cells from nodes stimulated 3 or 14 days previously, 
and absent in cells from nodes stimulated 2 days before. 
It is specific, in that only antigens against which the 
animals have been immunized are stuck to the cells. The 
authors are of the opinion that the cells involved all 
belong to the plasma-cell series, and that small lympho- 
cytes are ineffective; they therefore hold that plasma 
cells are the producers of agglutinins. 

[This ingenious experiment is capable of considerable 
extension. ] L. Oakley 


1074. The Ability of ACTH and Cortisone to Alter 
Delayed Type Bacterial Hypersensitivity 

J. B. Lonc and C. B. Favour. Bulletin of the Johns 
Hopkins Hospital [Bull. Johns Hopk. Hosp.) 87, 186-202, 
Sept., 1950. 20 refs. 


Intradermal injections of tuberculin P.P.D., 8-haemo- 
lytic streptococcus vaccine, and histamine were given 
to 34 persons at various times during treatment with 
cortisone or adrenocorticotrophin (ACTH). In 27 the 
tuberculin reaction, and in 26 the reaction to B-haemolytic 
streptoccocus vaccine, had been observed before starting 
treatment. Of those who showed a positive reaction to 
tuberculin before treatment (21), 13 showed considerable 
reduction of the reaction, amounting even to obliteration, 
during the administration of cortisone or ACTH. Of 
the 25 giving a positive reaction to B-haemolytic strepto- 
coccus vaccine before treatment, the reaction was 
obliterated in 19 during treatment. The period of 
reduction in both instances ranged from 3 to 30 days, 
according to treatment and sensitivity. Sensitivity 
returned 7 to 28 days after treatment ceased; the sites of 
obliterated reactions, provided they were not more than 
3 weeks old, might “light up’ when treatment was 
discontinued, and fade again when it was restarted. 
The reactions in controls varied greatly on different 
occasions. Reactions to histamine were unaffected by 
treatment with cortisone or ACTH. C. L. Oakley 


1075. Dried B.C.G. (B.C.G. Séco) 

D. M. Carposo and W. F. Atmeipa. Revista Brasileira 
de Tuberculose (Rev. brasil. Tuberc.| 18, 119-132, March— 
April, 1950. 2 figs., 4 refs. 


The advantages of preparing and using dried cultures 
of B.C.G. are that the frequent re-sowing of cultures is 
avoided, the characteristics of the product are not sub- 
ject to the effects of repeated and successive cultivation, 
stocks can be maintained, and distribution to a distance 
is facilitated. Of the two methods of drying available— 
in vacuo with hygroscopic substances and by lyophiliza- 
tion—the latter is preferred*by the authors for several 
reasons, among them being the small loss of volatile 
substances, the absence of frothing, which is common 
when proteins are present, the ease with which the dried 
material is redissolved, and the absence of oxidation. 


The various modes of carrying out the process are 
detailed: (1) The “ penicillin” type of process, starting 
at 0° C., then freezing at —15° C. in a high vacuum, and 
then raising to 35°C. for one hour to get rid of the 
moisture. (2) Slow freezing to —15°C. for 24 to 
3 hours, then gradually returning to room temperature. 
(3) Slow freezing to —25°C. (4) Rapid freezing at 
~—28°C. and drying. By testing the final product 
against untreated control material it was found that 
about 44% of the organisms are killed, as ‘udged by the 
number of colonies growing subsequently on Petragnani’s 
medium after dilution with Sauton’s fluid or physiological 
saline, the colonies being counted after growth for 
30 days. It was noticeable, however, that the colonies 
from the dried product were larger, and the total weight 
of organisms grown was practically the same as with 
the control culture. For suspension the best results 
were obtained with human plasma, horse serum, or 
skimmed milk; the last, being easily obtained, is the 
one favoured by the authors. 

H. Harold Scott 


1076. Comparative Immunizing Capacity of BCG and the 
Proteins and Polysaccharides in Tubercle Bacillus Culture 
Filtrates 

F. B. Seisert. Journal of Immunology [J. Immunol.) 65, 
297-310, Sept., 1950. 14 refs. 


‘Having shown previously (Proc. Soc. exp. Biol., N.Y., 
1933, 30, 1274) that guinea-pigs made hypersensitive to 
a tuberculin protein fraction were less resistant to infec- 
tion than untreated animals, the author has now extended 
the work by using several relatively pure protein and 
polysaccharide preparations recently isolated from 
tuberculin. The immunizing agents used were a stan- 
dard tuberculin protein fraction, a protein fraction iso- 
lated from unheated tuberculin by half-saturation with 
ammonium sulphate, a low-molecular-weight mannose- 
galactose polysaccharide, and a polyglucosan isolated 
from tuberculin by alcohol precipitation at low tempera- 
ture. Rabbits received weekly subcutaneous or intra- 
venous injections of the test substances for several weeks. 
Animals inoculated with B.C.G. and untreated animals 
were included as controls. All animals were then 
challenged with the virulent Ravenel strain of bovine 
tubercle bacillus, their weights observed weekly, and 
samples of blood taken at frequent intervals for serologi- 
cal and electrophoretic examination. When the animals 
died, their lungs were removed and the percentage 
volume occupied by tuberculous lesions estimated. 

Repeated iniections of the low-molecular-weight 
polysaccharide and the antigenic polyglucosan produced 
a slight, but statistically insignificant, increase in survival 
time. Rabbits treated with the standard protein pre- 
paration appeared to develop fewer lesions, but again the 
effect was of doubtful significance. Several protein 
fractions prepared from unheated tuberculin were also 
without protective effect, although neutralizing antl 
bodies appeared in the serum, and the distribution of 
serum proteins was changed. In all cases a distinct 
increase in resistance followed immunization with B.C.G. 

J. F. McCrea 
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1077. Self-demand Feeding in the First Week of Life 
R. W. Oxmstep and E. B. JACKSON. Pediatrics 
[Pediatrics| 6, 396-401, Sept., 1950. 4 figs., 12 refs. 


The authors undertook an investigation into self- 
demand feeding in the newborn in 1946; there were then 
available only two records, concerning 4 infants, of 
practical observations. A “ rooming-in project ’’ was 
therefore established at Yale University, provision being 
made for babies to remain in company with their mothers 
in contrast to institution practice in which babies are fed 
according to a rigid time-table. Feeding was allowed 
according to demand, but with at least an hour’s interval 
between feeds. . 

There were 100 breast-fed and 7 bottle-fed infants; the 
former were given complementary or supplementary 
feeds of milk-mixture or glucose and the latter comple- 
mentary feeds, if required. (A complementary feed is 
defined as administration of any fluid under | hour from 
the last feed and a supplementary feed as one given after 
an interval of more than | hour.) The period covered 
was 7 complete days from midnight on the day of birth. 
On the 7th day 59 babies were completely breast-fed, 
but 41 required additional nourishment. Tables and 
charts show that among the breast-fed there was an 
increase in the aterage number of single feeds per day 
from the Ist (6-2) to the 4th day (8-6) and then a decrease 
from the 6th day to 7:9 on the 7th day: bottle-fed 
babies, however, reached the highest average on the 3rd 
day. The number of supplementary and complementary 
feeds decreased after the 2nd day in the breast-fed. 
The maximum number of feeds taken in any one day was 
17. Average time at the breast increased from 15-9 
minutes on the Ist day to 21-9 on the 4th. 

Under this regimen both breast-fed and bottle-fed 
babies follow a fairly constant pattern as regards sus- 
tenance. The mother can therefore be told that early 
variations in demand are normal, and that eventually 
the number of feeds required will approximate to the 
orthodox. 

[Records of test-feeding and of weight are not given: 
it would be of interest to know whether an initial decrease 
in birth weight was avoided, as is the case, on occasion, 
with breast-fed infants born at home.] V. Reade 


1078. The Extent of Breast Feeding in Great Britain in 
1946, with Special Reference to the Health and Survival of 
Children 

J.W.B. DouGtas. Journal of Obstetrics and Gynaecology 
of the British Empire [J. Obstet. Gynaec. Brit. Emp.] 57, 
335-361, June, 1950. 2 figs., 48 refs. 


The first part of this paper describes several factors 
which appeared to be associated with success or failure 
in breast-feeding among a national sample of 4,669 
infants born in 1946. The information was collected in 
a survey carried out in 1948, when the infants were 


2 years old. This follow-up survey was made on a 
portion of a group first investigated in 1946 in relation 
to the first 2 months after delivery, and amplifies the 
material already presented in Maternity in Great Britain 
(Royal College of Obstetricians and Gynaecologists, 
London, 1948). 

The average duration of breast-feeding was 
4:2+0-06 months. At the end of the second month 
53°, of babies were still breast-fed, but only 31% in 
the 6th month. Success in establishing breast-feeding 
was highest in mothers delivered in hospital, and was 
better maintained during the early months by the well- 
to-do. After the 7th month the working-class babies 
were more often kept at the breast. The risk of con- 
ception is significantly lower among those who are 
breast-feeding their babies, but rapidly increases to 
average when breast-feeding ceases. A _ surprising 
feature was that the monthly rate of weaning was higher 
among babies taken to welfare centres than among those 
who never attended. The duration of breast-feeding 
was approximately the same for each birth order. The 
survey did not cover genetically determined factors, 
developmental factors, or nutritional factors. 

In the second part of the paper the survival, health, and 
growth of breast-fed and boitle-fed babies among the 
4,669 infants are compared. Differences between the 
mortality of bottle-fed and breast-fed infants were not 
found to be statistically significant. As expected, 
gastro-intestinal infections were common among bottle- 
fed babies. Bottle-fed babies were found to be more 
liable to lower respiratory infections during the first 
9 months. Breast-fed babies have a relative immunity 
to measles for the first 2 years of life, but not to whooping- 
cough, rubella, or chicken-pox. There was a slight 
relative backwardness of bottle-fed babies, but only of 
small degree. The main risk of artificial feeding is that 
of infection, and emphasis is placed on the importance 
of education of mothers in preparing feeds, sterilizing 
bottles, and avoiding contamination of milk. 

[There is a wealth of detail in this paper, and a critical 
survey of much previous work which is well worth study 
in the original. A full bibliography is appended.] 

Patrick Steptoe 


1079. The Glycemic Response of the Newborn Infant to 
Epinephrine Administration: a Preliminary Report 

M. M. Desmonp, J. R. Hitp, and J. H. Gast. Journal 
of Pediatrics Pediat.] 37, 341-350, Sept., 1950. 5 figs., 
16 refs. 


The mechanism of the hypoglycaemia frequently found 
in newborn and premature babies was studied in normal, 
full-term, newborn infants, to whom injections of 1 in 
1,000 adrenaline, 0-03 ml. per kg. body weight, were 
given in order to determine whether adequate liver 
glycogen was available. Despite initially low blood 
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glucose levels in these infants, a definite rise was obtained 
with adrenaline, thus supporting the views of earlier 
workers that hypoglycaemia of the newborn is not due 
to deficient stores of hepatic glycogen. The rise in blood 
sugar level tended to be greater after the first 5 days of 
life. W. G. Wyllie 


1080. Technical Problems in Metabolic Investigations in 
Childhood 

M. E. Epmunps. Archives of Disease in Childhood 
[Arch. Dis. Childh.| 25, 254-259, Sept., 1950. 4 figs., 
18 refs. 


1081. Incubator Care of the Premature Infant. Dis- 
cussion of Optimal Conditions and the Current Methods 
for their Provision 

J. Dancis and H. M. CarputLo. Pediatrics [Pediatrics] 
6, 432-440, Sept., 1950. 1 fig., 8 refs. 


The authors review the literature dealing with the 
optimum environmental conditions for the care of 
premature infants and reach certain conclusions con- 
cerning the requirements to be met in the design of 
incubators. In order to meet the varying needs of 
infants of different degrees of prematurity it should be 
possible to control the environmental temperature within 
1 or 2 degrees in the range 26° to 38° C. The humidity 
should be high (65°, or more) for babies of less than 
2:3 kg., and less (down to 30%) for infants over this 
weight. The question of oxygen concentration presents a 
controversial picture; 30 to 50% is usually regarded as 
the desirable range, though the authors showed that in 
one standard type of incubator, used widely with apparent 
success, the oxygen content in the 9 units tested ranged 
between 24 and 30°,. 

The authors have examined and tested 46 incubators 
of 6 different types in relation to the above criteria. 
The most even temperature from head to foot was 
obtained in those where the heating unit lay under the 
mattress protected by a deflector. Since cooling may 
also be required in hot weather, a forced air circulation 
is valuable. It was found that periodical checks of 
oxygen concentration were essential in all the incubators 
tested, owing to the many factors which may affect the 
concentration from time to time and make necessary 
some adjustment, usually of a minor nature, to restore 
it to the desired level. Defects in design of the circu- 
latory system may be apparent only when oxygen 
concentrations are checked —in one model with a motor- 
driven circulation an effective level could be obtained only 
by switching off the engine. Small leaks can cause 
enormous variations in concentration, while the effect 
of opening the top of the incubator for a few minutes 
is to reduce the oxygen concentration severely; however, 
there is no significant loss if arm holes are used for the 
necessary nursing manipulations. In one type of 
incubator maintenance of a concentration of 50°, oxygen 
required a flow of 10 litres per minute when two small 
vents were open, and of 4 litres per minute with the vents 
closed, the open position being the * normal” specified 
by the maker; assuming the incubator to be in use 
8 months each year it is calculated that minor adjustment 


would save 250 cylinders of oxygen a year. Humidity 
measurement with the wet-bulb thermometer is_in- 
accurate, and for this purpose a hygrometer or a sling 
psychrometer is essential. Adequate humidity may be 
more simply obtained by bubbling the oxygen through 
water, or by recirculation, whereas with any humidifier 
in which heating is used the humidity naturally cannot 
be increased without raising the temperature. In the 
open-top type of incubator the humidity and oxygen 
concentration figures obtained by the authors did not 
differ significantly from those in the room, but tempera- 
ture control was satisfactory. 

The authors conclude from their study that it is the 


rule rather than the exception for the performance of . 


incubators in everyday use to be well below their best. 
Many instruments tested were improved greatly by 
minor adjustments, and it appears to be vitally important 
that regular servicing, either by the manufacturer or by 
the hospital, should be carried out. J. G. Jamieson 


1082. Weight in Relation to Fetal and Newborn Mortality; 
Influence of Sex and Color 

L. BAUMGARTNER, V. Pessin, M. E. WEGMAN, and S. L. 
PARKER. Pediatrics [Pediatrics] 6, 329-342, Sept., 1950, 
6 figs., 12 refs. 


Analysis was made of 209,055 live births, 6,978 foetal 
deaths subsequent to 20 weeks of gestation, and 5,048 
neonatal deaths, reported in New York City in 1939 and 
1940. Comparison was made of foetal death rates per 
1,000 unborn children in each weight group by means of 
a modified life table method and of neonatal death rates 
per 1,000 live births in each birth-weight group, for the 
two sexes and for the white and nonwhite races. 

For all infants foetal death rates, so calculated, are 
relatively low and neonatal death rates very high in the 
lower weight groups. Both rates go up sharply in the 
higher weight groups, indicating that infants much over 
average weight are not good risks. Lower foetal death 
rates were observed for females in the weight groups 
below 3,000 g. and for males in the weight groups 
above 3,000 g. Neonatal death rates were lower for 
females throughout. The implication appears to be that 
relative maturity is more important than size in regard to 
variation in foetal death rate. 

Comparison by race indicates consistently higher foetal 
death rates for nonwhite infants in all weight groups. 
Neonatal death rates were similar for white and nonwhite 
infants in the lower weight groups but higher for non- 
white infants in the upper weight groups. A study in 
22 hospitals, giving presumably better care than the city- 
wide average, showed lower neonatal rates for the 
nonwhite infants in the lower weight groups. It is 
inferred that comparisons of observed mortality 
differences by race must consider differences between the 
races in regard to extrinsic factors such as economic 
status, nutrition and care. 

For practical purposes a uniform criterion of birth 
weight, 2,500 g., should be maintained in the diagnosis 
of prematurity. Using a method of combining foetal 
and neonatal mortality experience to measure the total 
risk to unborn children of different weights, it was pos- 
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sible to calculate “‘ best birth weights”. These were 
found to be about 120 g,. lower for female than for male, 
and about 160 g. lower for nonwhite than for white 
births. [Authors’ summary.] 


1083. Hydranencephaly: Clinical Diagnosis. Presenta- 
tion of Seven Cases 

W. B. Hampy, R. F. Krauss, and W. F. Beswick. 
Pediatrics |Pedatrics| 6, 371-383, Sept., 1950. 6 figs. 
12 refs. 


The authors describe the clinical picture (which they 
consider sufficiently characteristic to enable a diagnosis 
to be made during life) of a cerebral anomaly consisting 
of hydrocephalus associated with absence of the cerebral 
hemispheres, of which they report 7 cases. Retardation, 
not always apparent until several weeks after birth, 
enlargement of the head, irritability, uncoordinated 
movements of the eyes, and spasms of the limbs and 
trunk were typical and constant symptoms, while a 
cracked-pot note on percussion of the skull, transillumina- 
tion of the head, and absence of electrical activity in the 
electroencephalogram supported the diagnosis. Ven- 
triculograms demonstrated the absence from the cranial 
cavity of any nervous tissue except the mid- and hind- 
brain, which was confirmed at necropsy in 3 of the cases. 

M. Baber 


1084. Dehydrated Banana in the Dietetic Management of 
Diarrheas of Infancy 

J. H. Frees, N. J. CHtara, and R. J. WALDRON. Journal 
of Pediatrics (J. Pediat.| 37, 367-372, Sept., 1950. 26 
refs. 


The authors treated one group of 20 children under 
1 year of age suffering from non-specific diarrhoea by 
the orthodox starvation method, and another group of 
20 were given flaked, dehydrated banana from the 
beginning. The response of those having banana was 
much better than that of the others—diarrhoea abated 
more quickly, there was an absence of gastric disturbance 
when normal milk feeding was reinstituted, and there 
was, On the average, no weight loss. The children all 
took the banana willingly, and their hunger was satisfied. 
The response in the treated group at the end of 72 hours 
was classed as good in 17 cases and fair in 3; and in the 
control group good in 7, fair in 7, and poor in 6. The 
children in the control group lost an average of 3-38 oz. 
(95-8 g.) in weight, whereas those having banana gained 
an average of 3-9 oz. (111 g.). Possible reasons for the 
efficacy of banana are discussed. FE. H. Johnson 


1085. Chylothorax in the Newborn 
J.Sakuta. Archives of Disease in Childhood [Arch. Dis. 
Childh.| 25, 240-241, Sept., 1950. 7 refs. 


A chylous pleural effusion appeared in an infant 
4 days after forceps delivery. Cyanosis and dyspnoea 
Were present and radiography revealed an effusion. 
Aspiration on the fifth day produced 45 ml. of opalescent, 


_ yellowish, fat-free fluid, and a second aspiration on the 


tenth day 90 ml. of typical chylous fluid containing 
48 mg. of cholesterol and 0-9 g. of fat per 100 ml. 
After the second aspiration there was steady progress to 


complete radiological and symptomatic recovery. When 
last heard of at 6 months of age, the boy weighed 18 Ib. 
(8-1 kg.) and was in normal health. A search of the 
literature revealed only 13 reported cases in infants in the 
first year of life and only 5 in the neonatal period. Of the 
latter infants 3 died and 2 recovered after aspiration. It 
is suggested that in infants very slight trauma may cause a 
rupture of the thoracic duct, and that in neonatal cases 
such as this one the trauma may be of obstetric origin. 
The delay in appearance of symptoms was probably due 
to the time taken for the escaping chyle to penetrate the 
parietal pleura and reach the pleural cavity. 
T. A. A. Hunter 


1086. The Syndrome of Obstruction of Inferior Vena 
Cava in Childhood 

H. ANGELMAN, E. G. HALL, and R. Spencer. British 
Medical Journal [Brit. med. J.] 2, 752-755, Sept. 30, 1950. 
6 figs., 11 refs. 


Obstruction of the inferior vena cava may be of 
developmental origin or acquired. A satisfactory col- 
lateral circulation of deep veins conceals the defect, 
but when the deep veins become obstructed as well as the 
vena cava, a superficial collateral venous circulation 
becomes evident on the abdominal wall and thighs, 
possibly associated with oedema of the legs, and with 
signs of kidney dysfunction if the renal veins are included 
in the obstruction. The authors add 3 cases in children to 
the records of this rare condition; in 2 cases the prognosis 
was held to be favourable. W. G. Wyllie 


1087. Erythroblastosis Fetalis. II. Prognosis in Rela- 
tion to History, Maternal Titer and Length of Fetal 
Gestation 

F. H. ALLEN, L. K. DIAMOND, and V. C. VAUGHAN. 
Pediatrics [Pediatrics] 6, 441-451, Sept., 1950. 12 refs. 


The authors have studied 340 cases of erythroblastosis 
foetalis seen at the Children’s Hospital, Boston, Mas- 
sachusetts, and the Boston Lying-in Hospital during the 
years 1945-48. Statistical analysis showed that a higher 
degree of sensitization followed transfusion of an Rh- 
negative woman with Rh-positive blood than followed a 
single pregnancy with an Rh-positive foetus, the mech- 


‘anism apparently being the same, but the stimulus of 


transfusion being the more potent. However, a higher 
incidence of stillbirth due to erythroblastosis was 
found following sensitization by previous pregnancy 
than by transfusion. In a general way the outcome of 
the disease was related to the amount of Rh antibody 
in the maternal blood. When the maternal antibody 
titre reached | in 64 there was a greater danger of still- 
birth or neonatal death, whereas if the titre was less than 
1 in 16 there was a better chance of the infant's survival. 
Statistically, there was no consistent relationship between 
the prognosis for the child and the type of maternal anti- 
body, although the authors formed the clinical impression 
that the outlook was better if the antibody was of the 
saline-active (early immune) type rather than of the 
hyperimmune type active in albumin or serum. The 
length of gestation in relation to the outcome has been 
discussed in a previous paper by the same authors 
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(Pediatrics, 1950, 6, 173), and further figures now avail- 
able confirm their previous findings. Most fatalities 
occur in children born of mothers with high titres of 
antibody in the blood after less than 38 weeks’ gestation. 
Comparison of the figures for 2 separate years, when the 
induction rates were 13° and°37% respectively, showed 
that induction in itself did not cause a higher foetal or 
neonatal mortality, except in so far as it shortened the 
gestation period; it being, in fact, the degree of im- 
maturity which was the deciding factor. The authors 
estimate that that number of stillbirths avoided by 
induction was roughly equal to the number of cases of 
kernicterus in immature infants. Since a stillbirth is 
generally regarded as a more satisfactory outcome than 
a living child with kernicterus, there is no indication for 
premature induction. 

The analysis of this series of cases suggests that the 
prognosis in cases where previous infants have been 
affected, although worse than for the first affected child 
of the family, is much better than has generally been 
allowed by other authors. On the other hand, when the 
first- or second-born Rh-positive child of a family is 
affected the prognosis is likely to be worse than when 2 
or more Rh-positive children have previously been born 
unaffected, it being suggested that in the former case the 
mother is more susceptible to sensitization. 

J. G. Jamieson 


1088. The Development of Children of Eclamptic Mothers. 
(Die Entwicklung von Kindern an Eklampsie erkrankter 
Mutter) 

E. Sieric. Nervenarzt [Nervenarzt] 21, 393-398, Sept. 
20, 1950. 6 refs. 


This interesting paper is based on a follow-up study 
of 117 Hamburg children born of eclamptic mothers 
between 1920 and 1947. Their physical and mental 
development was assessed and compared with that of a 
group born during the same years after normal preg- 
nancies. In the two groups the percentage of patients 
in normal health was 76-9 and 90-9; of those suffering 
‘chronic ill health 17-5 and 6-8; of those who had died, 
5-9 and 0-9; of mental defectives, 9-2 and 2-6; of those 
with delayed speech development, 13:7 and 6-8 re- 
spectively, the second of each pair of figures referring to 
the children of normal pregnancies. Under “ ill health ” 
were included bronchial asthma, tuberculosis, and heart 
and kidney diseases. Complications of infectious dis- 
eases were more frequent in the group born of eclamptic 
mothers. The mortality figures do not include death 
from prematurity or neonatal death. All degrees of 
mental deficiency were noted, including cases of severe 
hydrocephalus. The adverse effects of eclampsia were 
even more pronounced when cases were grouped accord- 
ing to the severity of symptoms in the mother. Of 16 
children born of severely eclamptic mothers (more than 
3 fits), 4 died under the age of 2. In successive preg- 
nancies a positive correlation was found between the 
severity of the eclampsia and the degree of mal- 
development of the child. 

These results are compared with others published 
recently in the German literature and the author con- 


cludes that eclampsia is of greater importance in the 
future health of the child than is generally realized. 
J. T. Leyberg 


1089. Precocious Puberty 
C. W. LLoypb, J. Lopotsky, and M. Morey. Pediatrics 
[Pediatrics] 6, 343-350, Sept., 1950. 7 figs., 13 refs. 


The authors describe 5 cases of sexual precocity, 4 
being probably of the constitutional type pituitary 
precocity ”) and one resulting from a space-occupying 
lesion in the region of the hypothalamus. In addition, 
they report the case of an adult female dwarf with a 
history of precocious puberty and cessation of growth 
at 12 years of age: ovarian function was normal! in this 
case, and the diagnosis one of constitutional precocity, 
In discussing the differentiation of pituitary precocity 
from precocity due to increased secretion of the adrenals 
or gonads, emphasis is placed by the authors on the 
normality of appearance (except that it is commensurate 
with that of an older child) and of laboratory findings in 
the former type; gonadotrophin and steroid excretion 
values are in the normal range for the patient's “ sexual 
age’, while in the case of adrenogenital precocity a 
considerable increase in excretion of 17-ketosteroids or 
oestrogens is found, depending on whether the precocity 
is of male or female pattern. M. Baber 


1090. An Outbreak of Pemphigus Neonatorum in the 
Maternity Department of a General Hospital: with 
Special Reference to the Source of Infection 

A. A. MILLER. Journal of Obstetrics and Gynaecology of 
the British Empire (J. Obstet. Gynaec. Brit. Emp.| 57, 
415-422, June, 1950. 1 fig., 6 refs. 


An outbreak of pemphigus occurred in a 15-bed 
maternity unit of a general hospital, lasting from mid- 
September to the end of February in the following year; 
22 infants were affected and 2 died. Conjunctivitis 
appeared coincidentally with the pemphigus, and 
Staphylococcus aureus was isolated from the lesions in 
20 cases. Bacteriophage typing was carried out: 16 
organisms belonged to bacteriophage type 3A. 

Staph. aureus was found in the nursery environment, 
in the mothers” wards, and in one isolation cubicle. 
The author stresses the important finding of high rates of 
nasal carriage of the infective strain among the un- 
affected contacts—18 out of 23 in the first 3-month 
period. Among the nursery staff contacts not more than 
2 were found to be nasal carriers, and only 1 a wrist 
carrier. None of the mothers was found to harbour 
Staph. aureus of bacteriophage type 3A. 

Cases were treated with penicillin, by injection and in 
the form of eye drops. Death in one of the fatal cases 
was due to complicating lung infection, in the other to 
overwhelming toxaemia. The outbreak was controlled 
by cleansing and airing of the wards, careful nursing 
technique, the oiling of floors, and damp dusting and 
sweeping. The department was not closed. 

[It is shown that the outbreak occurred during a period 
of overcrowding of inadequately staffed nurseries. 
Since none of the mothers harboured the infective 
staphylococcus, the practice of keeping the baby and 
mother together was a wise one.] Patrick Steptoe 
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1091. Anhidrotic Heat Exhaustion 

G. O. Horne and R. H. More. Transactions of the 
Royal Society of Tropical Medicine and Hygiene Trans. 
R. Soc. trop. Med. Hyg.| 44, 193-222, Sept., 1950. 
10 figs., 25 refs. 


This important paper gives an account of 66 cases of 
heat exhaustion seen at the R.A.F. General Hospital in 
Karachi in 1946 and 1947. All the patients appear to 
have suffered from what is known in Great Britain as 
“heat exhaustion type II”? (Ladell e¢ al. Lancet, 1944, 
2, 491 and 527), but the authors prefer to call it 
“ anhidrotic heat exhaustion” since in their yiew in- 
ability to sweat was the main cause. All. patients gave 
a history of prickly heat, and many had ** mamillaria ”° 
{a skin condition which, from a photograph reproduced 
in the text, appears to be marked prickly heat with large 
papules. It is a pity that a description of this sign is not 
given here, but reserved for a future, unspecified publica- 
tion]. The patients had a hot, pale, and dry skin. Some 
parts of their body surface, especially the face, hands, and 
feet, were able to produce sweat, but large areas of the 
skin did not sweat even after exercise. Exhaustion often 
set in suddenly after physical exertion, but sometimes it 
appeared more gradually. Polyuria and a raised body 
temperature were frequent symptoms. All degrees of 
severity were seen, ranging from cases in which anhidrosis 
was noted in the course of clinical examination of 
dermatological conditions to severe cases with prostra- 
tion. Whatever sweat was produced always had a high 
chloride concentration and high pH, and the authors 
consider that the condition was caused by a failure of 
the sweat glands rather than of the mechanism controlling 
the secretion of sweat. The differential diagnosis from 
salt deficiency or fainting depended largely on the ab- 
sence or diminution of sweating and the presence of 
“mamillaria high body temperature, and panting. 
Recovery was usually slow, taking up to 6 months, but 
with the exception of one fatal case it seemed to be 
complete. An important point made by the authors 
is that this syndrome was most frequent when the daily 
minimum temperature was highest, irrespective of the 
maximum temperature. E. M. Glaser 


ALLERGIC DISORDERS 


1092. Beet Sensitivity: Allergic Reactions from the 
Ingestion of Beet Sugar (Sucrose) and Monosodium 
Glutamate of Beet Origin 

T. G. RANDOLPH and J. P. RoLiins. Journal of Labora- 
tory and Clinical Medicine {J. Lab. clin. Med.| 36, 407- 
415, Sept., 1950. 17 refs. 


Beet sugar is now used extensively, and monosodium 
glutamate, a so-called chemical condiment commonly 
used in processed foods, is also derived from beet residue. 


Sensitivity to beet is therefore of potential importance 
in allergic conditions. The authors give case histories 
of 4 patients whose symptoms were partly attributed to 
beet sensitivity. These symptoms, which included head- 
aches, myalgia, urticaria, somnolence, diarrhoea, derma- 
titis, arthritis, paroxysmal cough, and fatigue, were 
apparently relieved by omission of beet products from 
the diet and reproduced by feeding beet. In each case 
dietary manipulation demonstrated the existence of 
sensitivity to other foods and sensitivity to inhalants. 
The authors consider that manufacturers should state 
the type of sugar used in processed foods, and also the 
source of monosodium glutamate (which may also be 
derived from soya bean, wheat, and corn). 

[While it is reasonable to suppose that beet may cause 
allergic symptoms in predisposed individuals, the mere 
reproduction of symptoms after eating a certain food, 
unsupported by other evidence, does not rule out alter- 
native mechanisms—for example, the effect of suggestion. 
Moreover, many of the symptoms from which these 
patients suffered are not generally accepted as being of 
an allergic origin. ] R. S. Bruce Pearson 


1093.. Anthocyaninuria and Beet Allergy 

G. A. ZINDLER and G. C. CoLtovos. Annals of Allergy 
[Ann. Allergy] 8, 603-617 and 694, Sept.—Oct., 1950. 
1 fig., 16 refs. 


Betanin, the vegetable pigment of the red beet, is not 
absorbed into the blood stream from the intestine of 
normal persons. The authors describe 28 cases in which 
the substance was absorbed and excreted in the urine, 
where it was identified spectroscopically. In 26 of these 
cases the patient was thought to be allergic to beetroot, 
various allergic reactions (nasal stuffiness, sneezing, 
urticaria, nuchal pain, itching, indigestion) occurring 
after it had been eaten. In 2 cases beetroot itself did 
not cause an allergic reaction, but betanin was found in 
the urine when beetroot had been eaten together with 
other food which did cause an allergic reaction, while in 
3 others beetroot caused allergic symptoms but no 
anthocyaninuria. Five patients are described in whom 
frontal headache with nuchal pain, rhinitis, generalized 
muscle aching, epigastric pain, nasal stuffiness, or itching 
of the nose followed the ingestion of beet sugar, to which 
the authors are convinced that they were allergic. 

H. Herxheimer 


1094. Shortening the Treatment of Hay Fever. The 
Combined Antigen-antihistaminic Technique in Pollen 
Therapy. Study III 

A. L. Maretra. Annals of Allergy [Ann. Allergy] 8, 
645-648 and 707, Sept.—Oct., 1950. 4 refs. 


Phenindamine (“‘ thephorin ’’), an antihistaminic sub- 
stance, has been used by the author as a prophylactic 
against possible reactions during a hyposensitization 
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course with ragweed pollen extract in 65 cases. A dose 
of 50 mg. was given orally 20 minutes before, and the 
same amount one hour after, the injection, while 25 mg. 
of the drug was injected together with the pollen extract. 
It is claimed that in this way much larger individual doses 
may be given and the number of doses thus reduced. 
Twenty patients were given 8 preseasonal pollen injec- 
tions, the dose increasing from 250 to 20,000 pollen 
units, while 35 patients received 6 2-monthly injections 
of 10,000 to 20,000 units as maintenance doses to a 
hyposensitization course received previously. In spite 
of the large doses given and the unusually large increase 
in dosage from one injection to the next in the pre- 
seasonal group, only in 3 cases did constitutional reactions 
occur. Of the 65 patients, 91°, remained completely 
free from hay fever during the season. 

[Although the author assumes that the number of 
constitutional reactions was small because of the pro- 
tecting action of phenindamines no evidence is presented 
to show that there would have been a higher incidence 
of reactions without this protection.] 

H. Herxheimer 


1095. Allergy to Oestrone in Cases of Migraine. [In 
English] 

J.C. pe Wir. Acta Endocrinologica (Copenhagen) [Acta 
endocrinol., Kbh.] 5, 173-180, 1950. 35 refs. 


1096. The Adrenaline-secretory Reflexes from the 
Carotid Sinuses of Dogs in Bacterial Allergy. (O6 
pednekKcax C KapOTHAHOrO 
CHHyCa co6ak 6akTepHanbHoH anneprHun) 

A. D. Apo, L. M. IsHimova, and T. B. TOLPEGINA. 
Apxus [atonoruu [Arkh. Patol.] 12, No. 4, 21-27, 
July—Aug., 1950. 4 figs., 16 refs. 


The carotid sinuses of normal dogs and of dogs 
sensitized with a dysentery-bacillus vaccine were perfused 
alternately with acetylcholine and with an appropriate 
vaccine or endotoxin. Blood was withdrawn simul- 
taneously from the adrenal vein and its adrenaline con- 
tent estimated biologically. Adrenaline secretion was 
found to be increased by acetylcholine and to a greater 
degree by the antigens. This effect was abolished by 
denervation of the carotid sinus or of the adrenal. 

L. Crome 


1097. Plasmacytosis and Hyperglobulinemia as Mani- 
festations of Hypersensitivity 
T. Ropertson. American Journal of Medicine [Amer. 
J. Med.) 9, 315-329, Sept., 1950. 13 figs., 19 refs. 
Details are given of the clinical and post-mortem 
findings in 2 cases in which death was attributed to pro- 
bable hypersensitivity to sulphadiazine. The first patient, 
a 19-year-old negress, had been given sulphadiazine and 
penicillin for an acute peritonitis following self-induced 
abortion. A drug rash and fever, sulphonamide 
crystalluria, and haematuria resulted. She died 35 days 
after she first received treatment, necropsy revealing a 
severe interstitial nephritis, acute hepatitis, and severe 
and widespread infiltration of almost all organs by plasma 
cells. The second patient, a 14-year-old negro boy, was 


given sulphadiazine for bronchopneumonia and ap- 
parently recovered within a week. Later, fever recurred 
with generalized pains, anaemia, jaundice, and a marked 
hyperglobulinaemia. Six months after the onset of 
these symptoms death occurred from liver failure, 
Necropsy revealed changes very similar to those seen in 
the first case. On the basis of these findings the relation 
of hypersensitivity, hyperglobulinaemia, plasma- 
cytosis is discussed. Henry Cohen 


1098. The Aphid—an Insect Allergen 
G. E. GaAtLLtarD. Journal of Allergy [J. Allergy} 21, 
386-399, Sept., 1950. 5 figs., 20 refs. 


A number of patients with seasonal allergic mani- 
festations have symptoms which are not explained by 
the action of known seasonal allergens, and attempts at 
hyposensitization are often unsuccessful. As aphids 
are extremely prolific and their shed skins sometimes 
cover leaves and stems of plants with an almost con- 
tinuous layer, it was suspected that their chitin might 
have an allergenic effect. An extract was prepared, and 
121 patients with seasonal allergy were skin-tested. Of 
these, 75 patients gave a positive reaction, and one 
patient had a marked systemic reaction. Passive-transfer 
reactions were positive, and it could be shown that the 
antibody was not antigenically related to ragweed. 

H. Herxheimer 


METABOLIC DISORDERS 


1099. Glycogen Storage Disease of the Heart. I. 
Report of Two Cases of Siblings with Chemical and 
Pathologic Studies 

P. A. pt SANT’AGNESE, D. H. ANDERSEN, H. H. Mason, 
and W. A. BAUMAN. Pediatrics [Pediatrics] 6, 402-424, 
Sept., 1950. 14 figs., 36 refs. 


The authors describe 2 cases of cardiomegalia glyco- 
genica, which is recognized as an entity separate from 
von Gierke’s hepatic type of glycogen storage,. and is 
characterized by great enlargement of the heart with 
deposition of glycogen not only in the myocardium but 
also throughout other tissues and organs. 

The patients were infants, the Ist and 10th children 
of Italian parents, who were first cousins; each parent 
also had siblings. The 4th and 6th children had died 
at 34 and 4 months of age with similar symptoms. 
Both cases were admitted to the Babies Hospital, New 
York City, but there was an interval of 27 years. The 
first baby was admitted in extremis in 1922, at the age 
of 4 months, with a history of difficult breathing, attacks 
of cyanosis, and failure to gain weight, and the diagnosis 
was made post mortem after rejection of the original 
diagnosis of diffuse rhabdomyoma of the heart. The 
heart was globular, weighing 90 g. (normal 29 g.), both 
ventricles being enlarged and the walls and septum 
thickened; the tissue was soft and pliable. The myo- 
cardial cells were largely occupied by vacuoles containing 
the cell nuclei, in a glycogen stroma. Liver cells con- 
tained similar vacuoles. In the second infant, admitted 
in 1948, aged 3 months, with a history similar to that in 
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the previous case the diagnosis was made clinically. 
Extensive chemical and pathological investigations were 
carried out in this case, of which full details are given. 
Death occurred at 4 months; necropsy findings are 
recorded. In addition to great enlargement of the heart, 
the liver and spleen were enlarged. 

All investigations of carbohydrate and fat metabolism, 
and of liver function, gave results within normal limits. 
Necropsy findings were similar to those in the first case. 
Additional glycogen deposits were found in lungs, 
cartilage, spleen, liver, pancreas, adrenals, kidneys, 
skeletal and smooth muscle, and vascular endothelium. 

Incubated tissues underwent auto-glycogenolysis, 
varying in extent, being almost complete in the liver, 
less rapid in muscle tissue. The defect in metabolism 
has not been found, but it is suggested that glycogen may 
accumulate at an excessive rate, that a polysaccharide 
allied to, but not identical with, glycogen is formed, or 
that these patients are unable to transform carbohydrate 
into fat. V. Reade 


1100. Serum Esterified Fatty Acids with Eat Tolerance 
Tests in Diabetes Mellitus 

E. F. Hirscu and L. CARBONARO. Archives.of Internal 
Medicine {Arch. intern. Med.| 86, 519-532, Oct., 1950. 
3 figs., 18 refs. 


Fatty acids, cholesterol, and lecithin are the main 
components of fat in the circulating blood; of these 
components, cholesterol in diabetic subjects does not 
differ very much in amount from the normal. Lipaemia 
in diabetes mellitus cannot be satisfactorily assessed by 
measuring the cholesterol content alone; indeed such 
an assessment is unsatisfactory for estimation of fats in 
the circulation even in normal persons. The quantity 
of fatty acid in circulation is greater in a diabetic subject 
than in a normal person, and this high level persists 
longer after a fatty meal. The precise reason for this is 
not understood. G. F. Walker 


1101. Factors in the Rate of Development of Vascular 
Lesions in the Kidneys, Retinae and Peripheral Vessels of 
the Youthful Diabetic 

H. F. Rocr, R. H. Sinpen, and R. ZANCA. American 
Journal of Digestive Diseases |Amer. J. digest. Dis.| 17, 
179-186, June, 1950. 18 refs. 


This article from the New England Deaconess Hospital, 
Boston, is an account of a study of 282 young diabetics, 
who were divided into two main groups according to the 
degree of control of the diabetes. ‘* Poor control ”’ 
was defined as the occurrence of coma one or more 
times, with constant hyperglycaemia and glycosuria. 
“ Fair control’? was defined as absence of coma after 
receipt of instructions, and the frequent normality of 
urine and blood. In this group insulin and diet therapy 
were begun shortly after the onset of the diabetes and 
amounts adjusted subsequently as required. In all the 
patients in the series diabetes began between the ages of 
15 and 30 years, and some had been for 29 years under the 
supervision of the diabetic clinic. 

The striking finding in this series was the relation of 
degree of control and duration of diabetes to the develop- 
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ment of retinitis, calcification of the arteries, and nephritis 
(intercapillary glomerulosclerosis). Among patients sur- 
viving over 20 years of diabetes, 90°, of those with 
poor control developed retinitis, as against 18°¢ with fair 
control. In the group whose diabetes was poorly con- 
trolled 96%, and in the group with fair control 65%, 
showed radiological evidence of calcification in the 
arteries of the pelvis and legs after a 20 years’ history of 
diabetes. 

The incidence of nephritis was related to the duration 
of the diabetes; there was a 6% incidence of nephritis 
with a 10-year history or less of diabetes, and a 25% 
incidence with a 10- to 20- year history. Of those who 
had fairly controlled diabetes for 10 to 19 years, only 7% 
developed nephritis, as compared with 40% of those with 
poor control. When diabetes had lasted for 20 to 29 
years with fair control, 3% developed nephritis, whereas 
with poor control 26% had nephritis. Increase in capil- 
lary fragility was exactly parallel to the duration of 
diabetes. 

[This is a valuable long-term study, with emphasis on 
the importance of adequate control of diabetes. The 
conclusions are at variance with those of other American 
workers, for example, Laipply, 1944.] 

I. McLean-Baird 


1102. The Inactivation of Insulin by Tissue Extracts. 
VI. The Existence, Distribution and Properties of an 
Insulinase Inhibitor 
I. A. Mirsky, B. Simkin, and R. H. BROH-KAHN. 
Archives of Biochemistry [Arch. Biochem.] 28, 415-423, 
Oct., 1950. 9 refs. 


1103. Nicotinamide Therapy of Lingual Changes in 
Tuberculous Patients 

E. L. SevRinGHAUuS, S. COHEN, R. H. GAns, and S. N. Lu. 
American Review of Tuberculosis [Amer. Rev. Tuberc.} 
62, 360-373, Oct., 1950. 3 figs., 11 refs. 


Many of the changes in the tongue to be observed in 
patients suffering from chronic wasting diseases resemble 
those commonly ascribed to nicotinamide deficiency. 
The authors treated a small series of 11 patients with 
advanced pulmonary tuberculosis, in whom these lingual 
changes were apparent, with large doses of nicotinamide, 
both by mouth and parenterally, for an average period of 
204 days, a similar number of patients with the same 
signs being given placebo pills and acting as controls. 
All were already receiving a full diet, ranging from 
2,500 to 2,700 Calories, and supplements of vitamins A, 
B, C, and D. 

The detailed results are presented in a number of tables. 
In 6 of the treated and 5 of the untreated patients the 
tongue changes showed some improvement, while in the 
remainder they remained stationary or deteriorated; in 
those cases in which improvement took place the change 
for the better coincided with improvement in the lung 
condition associated with other treatment. As a result 
of this trial the authors are of the opinion that little can 
be accomplished by nicotinamide therapy in significantly 
improving the glossitis of active advanced pulmonary 
tuberculosis. H. S. Stannus 
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1104. A Fundamental Consideration of Anti-coagulant 
Therapy 
L. B. Jaques. New England Journal of Medicine [New 
Engl. J. Med.] 243, 395-401, Sept. 14, 1950. 5 figs., 
37 refs. 


The properties and uses of heparin and dicoumarol are 
discussed with reference to the dangers of under- and 
over-dosage. With the former there is risk of thrombosis, 
and with the latter of haemorrhage. Emphasis is laid 
on the necessity for accurate determination of the clotting 
time when heparin is employed, and of the prothrombin 
level when dicoumarol is used. It is pointed out that 
unless strict attention is paid to the details of the technique 
employed, serious errors may result and blood with a 
real clotting time of 15 or 20 minutes may appear to have 
one of 5 minutes. It is shown that the level of heparin 
to be maintained in the blood for a given increase in 
clotting time has only a very small permissible range of 
variation in either direction. Large doses of heparin are 
wasteful, as any excess above the renal threshold is rapidly 
excreted, but below this level heparin is only relatively 
slowly destroyed by heparinase. Subcutaneous injec- 
tion gives variable results, but attempts are being made 
to develop a preparation of heparin. emulsified in oil 
with slow absorption and permitting a single dose to 
suffice for a day. 

Dicoumarol affects blood clotting by acting on the 
liver and so reducing the blood prothrombin level. Its 
effect is slower in onset, but much more prolonged, than 
that of heparin. Various methods of determining the 
prothrombin level have been introduced, but those 
suitable for routine use are subject to a variety of errors 
and may lead to results so far from the truth as to be very 
dangerous. Dicoumarol has been shown to be stored 
in the liver, which accounts for the long period (about 
10 days) required to re-establish the normal prothrombin 
level in the blood after administration of dicoumarol, as 
compared with the short delay after withdrawal of 
vitamin K. 

The dose of dicoumarol usually given is about 350 mg. 
initially, with a daily maintenance dose adjusted to 
keep the prothrombin level at about one-fifth of the 
normal. (This is regarded as too low a level by some 
authorities, who advise that it should be kept at from one- 
third to one-half of the normal, as being equally effective 
and less liable to cause haemorrhage.) Owing to the 
very slow recovery from the. effects of dicoumarol, 
attempts have been made to find a more satisfactory 
substitute. Of these, the most promising would appear 
to be phenylindanedione, which has been reported, both 
in animal experiments and clinical trial, to be more rapid 
in action than dicoumarol and equally effective, to allow 
a rapid recovery of prothrombin time on cessation of 
treatment, and to be non-toxic in the appropriate dosage. 

Reginald St. A. Heathcote 


ELECTROCARDIOGRAPHY 


1105. The Genesis of the Electrocardiogram of Right 
Ventricular Hypertrophy 

M. McGrecor. British Heart Journal (Brit. Heart 
12, 351-359, Oct., 1950. 7 figs., 6 refs. 


The author reports the results of an investigation to 
determine whether the qR and Rs ventricular complexes 
obtained from right precordial unipolar leads in patients 
with the tetralogy of Fallot are produced by thickened 
right ventricular muscle or derived from the left ventricle 
as a result of extreme clockwise rotation of the heart. 
Direct epicardial tracings were obtained at thoracotomy 
in 10 cases of the tetralogy, and the ventricular complexes 
recorded from various portions of both ventricles were 
compared with those recorded from unipolar precordial 
leads V8R to V8 before operation. In all cases most, if 
not all, of the right ventricular surface was found to 
transmit rS patterns identical with the normal precordial- 
lead pattern over the right ventricle, and similar to that 
of the left precordial lead in the tetralogy. Tracings from 
epicardial left-ventricular surface leads showed a qR 
pattern. It is concluded that the rS pattern found in the 
left precordial leads is derived from the right ventricle as 
a result of rotation, and that the large R wave in the right 
precordial leads may be derived from the left ventricle 
for the same reason. 

[The difficulties of making a complete epicardial 
exploration at thoracotomy make it impossible to exclude 
the possibility that the large right precordial R wave may 
be due in some measure to electrical predominance of the 
right ventricle, and studies in patients with right ventri- 
cular hypertrophy showing an rS pattern in V1 would 
have been of interest. This paper is a valuable contri- 
bution to the literature of work in this field.] 

J. F. Goodwin 


1106. Changes in the Electrocardiogram due to Ad- 
ministration of Cardiac Glucosides to Healthy Subjects. 
(Veranderungen im Elektrokardiogramm unter dem 
Einfluss von Herzglykosiden beim Gesunden) 

H. Koe.sBinc. Cardiologia [Cardiologia, Basel| 17, 79- 
98, 1950. 4 figs., 28 refs. 


The author investigated changes occurring in the 
electrocardiogram of healthy persons following the 
administration of the cardiac glucosides, digitoxin, 1 mg. 
by mouth, k-strophanthosid strophosid ”), 
0:25 to 1:0 mg. intravenously. The reaction to k- 
strophanthosid occurred sooner and was of shorter 
duration than that to digitoxin, but the changes were 
otherwise similar in character and extent. The most 
constant effect was a reduction of 7 to 9 per minute in 
the pulse rate 14 to 3 hours after giving strophosid, but 
this effect was less noticeable after digitoxin. Next to 
the bradycardia, a flattening of the T wave was the most 
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reliable manifestation. The average reduction in the 
T vector in the frontal plane, as calculated from the 
T wave in two leads, was 30 to 40% with both drugs, 
the reduction being greatest after 48 hours. But whereas 
after a single dose of strophosid the T wave returned to 
its former size after 3 days, a definite reduction was still 
present 7 days after a single dose of digitoxin. A 
shortening of the Q-T interval was less constantly found, 
and no change of the P-Q interval occurred with the 
doses given; there appeared to exist no parallelism 
between the extent of the electrocardiographic changes . 
and the dosage. 

The fact that neither the administration of a sympathi- 
colytic drug (dihydroergotamine) nor of a vagolytic 
drug (“ bellafolin”) had any effect on the electro- 
cardiographic changes in the digitalized hearts is regarded 
as evidence that they are due to the direct action of the 
cardiac glucosides on the heart muscle, and are not 
carried through the mediation of the autonomous nervous 
system. B. Samet 


1107. The Electrocardiogram in Hypoxia, and the Effect 
on it of Sympathicolytic Drugs. (Das Hypoxie-Elektro- 
kardiogramm und seine Beeinflussung durch Sympathi- 
colytica) 

G. Perer. Cardiologia [Cardiclogia, Basel| 17, 99-126, 
1950. 6 figs., 37 refs. 


The author describes the changes observed in the 
electrocardiogram of patients with vasomotor distur- 
bances and with coronary arterial disease after breathing 
a mixture of 8 to 9°% oxygen in nitrogen for 5 minutes. 
The changes were regarded as “* suspect positive ” if the 
sum of the ST depressions found in ali [presumably limb] 
leads was less than 3 mm., but flattening of the T wave 
was considerable; as “‘ weak positive’ if the sum of 
ST depressions in all leads exceeded 3 mm., and as 
“ positive ’’ if the ST depression in one or more leads 
was at least 2 mm. and there was marked flattening of T. 
Out of 20 patients with neuro-circulatory lability, 3 
showed a positive reaction which, considering the history 
and the clinical findings, might have been due to varia- 
tions in the tone of the autonomous nervous system or, 
in one case, to hyperventilation tetany and alkalosis.- 
Of 26 patients with coronary disease, positive changes 
were found in 14 (54%), this finding conforming with the 
results reported by other authors. It had been suggested 
that the flattening of the T wave and slight depression of 
the ST interval in hypoxia were expressions of an 
increased sympathetic tone, and an attempt was made to 
differentiate between changes caused by increased 
sympathetic tone and those due to “ organic changes 
by giving sympathicolytic drugs, such as dihydro- 
ergocornine or “ hydergin”’, intravenously before the 
hypoxia test. No significant differences were found in 
the effect of such drugs which would enable differentia- 
tion to be made between organic coronary disease and 
functional disorders, and in view of the dangers of the 
intravenous administration of ergotamine derivatives in 
coronary disease, the author abstained from the use of 
these preparations in the hypoxia tests of patients suffering 
from angina. B. Samet 


1108. The Effect of Cortisone on the Cardiogram in 
Chronic Adrenal Insufficiency 

W. SomeRVILLE. British Medical Journal (Brit. med. J.] 
2, 860-862, Oct. 14, 1950. 1 fig., 8 refs. 


Electrocardiographic records were studied in 11 cases 
of chronic adrenal insufficiency before and after intra- 
muscular injection of cortisone in total dosage of 163 
to 850 mg., given over periods of 5 to 18 days. Before 
treatment the electrocardiogram was normal in 5 cases 
and abnormal in the remainder, the abnormalities con- 
sisting of one or more of the following: flattening or 
inversion of T, prolongation of Q-T, QRS, or P-R 
depression of ST, and low voltage. In 4 of the patients 
with abnormal electrocardiograms these abnormalities 
became less pronounced; flat or inverted T waves 
became upright, and prolonged P-R and Q-T intervals 
were shortened. The duration of this electrocardio- 
graph improvement was not ascertained. Heart size 
was measured radiologically in 6 cases before and after 
cortisone administration; in 4 the size of the heart 
increased, in one it decreased, and in one it was un- 
changed. In no instance was the size increased beyond 
normal. Changes in blood pressure were insignificant. 

William A. R. Thomson 


See also Sections Physiology and Biochemistry, 
Abstract 900; Pathology, Abstract 1023 (a); and Neuro- 
logy, Abstract 1247. 
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1109. Electrokymographic Studies of Abnormal Left 
Ventricular Pulsations 

J. B. SCHWEDEL, P. SAMET, and H. MEDNICK. American 
Heart Journal [Amer. Heart J.| 40, 410-429, Sept., 1950. 
7 figs., 39 refs. 


Studies of abnormal left ventricular pulsation in 70 
cases of myocardial infarction were undertaken by means 
of electrokymography. Among them there were 31 
cases of anterior-wall infarction, 28 cases of posterior 
wall infarction, and 11 cases of the mixed type; in all 
cases the investigation was carried out at least 6 weeks 
after the onset of infarction. A similar study was made 
of 5 patients suspected of myocardial infarction, and of 
10 patients with Iarge hearts from various causes other - 
than infarction. In the majority of cases the left ventri- 
cular electrokymogram was timed by means of the 
carotid-artery pulse wave, recorded simultaneously. 
The abnormal left ventricular pulsations which were noted 
could be divided into systolic expansion patterns and 
diastolic collapse patterns. The former included: 
(1) early systolic expansion; (2) midsystolic expansion; 
(3) late systolic expansion; and (4) a flat curve in systole. 
The commonest type observed was early systolic expan- 
sion. The diastolic patterns included: (1) early diastolic 
collapse; (2) mid-diastolic collapse; and (3) late 
diastolic collapse, the most frequent type being the early 
diastolic collapse. : 

Abnormal paradoxical left ventricular pulsations were 
detected by cardioscopy in 48, and by electrokymo- 
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graphy in 54 cases out of the 70 cases of myocardial 
infarction. In respect of location of the infarcted 
area, there was correlation between electrocardiography 
and electrokymography in 100% of cases of anterior-wall 
infarction, but in the other groups correlation was 
obtained in a proportion of cases only. Paradoxical 
pulsation of the left ventricle was detected in a number 
of the patients with left ventricular hypertrophy but no 
evidence of myocardial infarction. Hence, the authors 
conclude that ** the finding of paradoxical pulsations on 
the fluoroscope or electrokymogram does not permit one 
to conclude that myocardial infarction has occurred ”’. 
A. I. Suchett-Kaye 


1110. Electrokymographic Studies of the Relation 
Between the Electrical and Mechanical Events of the 
Cardiac Cycle in Wolff-Parkinson—White Syndrome 

P. Samet, H. Mepnick, and J. B. SCHWEDEL. Amieri- 
can Heart Journal [Amer. Heart J.] 40, 430-446, Sept., 
1950. 6 figs., 45 refs. 


The authors have recorded electrokymograms of the 
ascending aorta and pulmonary artery simultaneously in 
the right anterior oblique position in 15 cases of Wolff- 
Parkinson—White syndrome, electrocardiograms being 
taken simultaneously. The object of this study was to 
ascertain whether electrical asynchronism or pre-excita- 
tion is accompanied by mechanical asynchronism or 
pre-excitation in cases of this syndrome. This was found 
to be the case in only 5 instances, but in most cases there 
was demonstrated a delay in ejection from both ventricles, 
regardless of the side of the bundle of Kent. 

A. 1. Suchett-Kaye 


1111. Myocardial Involvement in Friedreich’s Ataxia. 
(Miocarditis neurologica. (La cardiopatia de la en- 
fermedad de Friedreich)) 

J. VARELA DE SevAs AGUILAR and J. A. GONZALEZ 
Martinez. Revista Clinica Espanola [Rev. clin. esp.] 
38, 191-196, Aug. 15, 1950. 5 figs., 11 refs. 


The nature of the myocardial involvement in Fried- 
reich’s disease is not known exactly; it may be a result 
of the nervous disease itself, or may be purely a degener- 
ative process per se. The authors consider, however, 
that the myocardial changes may be of diagnostic value. 

The clinical signs are tachycardia (especially parox- 
ysmal), auricular fibrillation, and heart block; there may 
also be an apical diastolic murmur associated with 
cardiac dilatation. In their series of cases the authors 
found an abnormal electrocardiogram (ECG) in 5 out 
of 8 cases. In only 2 cases were there clinical signs of 
heart disease; these consisted of an apical diastolic 
murmur with signs of enlargement of the left ventricle. 
The changes usually found in the ECG are primarily 
concerned with the T waves; these are frequently in- 
verted or isoelectric, and are similar to those found in 
pericarditis. The height of the electrical complexes was 
normal in this series of cases, but low-voltage complexes 
have been previously described. The ventricular 
gradient and the Q-T interval may also be abnormal, but 
if these changes exist, the T waves are also abnormal. 
To distinguish the ECG changes from those in peri- 


carditis, the authors stress the tendency in Friedreich’s 
disease for inverted T waves to appear only in certain 
leads, and the fact that low voltage is less common in 
this disease. In view of these changes it is suggested 
that all patients with this condition should be electro- 
cardiographed, and that when a patient with obscure 
neurological symptoms has an abnormal ECG, Fried- 
reich’s disease should be considered. 
Paul B. Woolley 


1112. Cardiopathy in Friedreich’s Ataxia (Spinal Form of 
Hereditary Sclerosis). Review of Literature and Analysis 
of Cases of Five Siblings 

T. H. Lorenz, C. M. Kurtz, and H. H. SHapiro. 
Archives of Internal Medicine |Arch. intérn. Med.} 86, 
412-426, Sept., 1950. 2 figs., 31 refs. 


Even the most perfunctory perusal of the literature on 
Friedreich’s ataxia, including the original case, will 
reveal a high probability that the genetic disability 
leading to the ataxia also brings about cardiac myo- 
pathy and various forms of circulatory disturbance. 
The present study is one of 5 siblings affected both by 
the classical ataxia and by cardiovascular disturbances. 
The theme is supported by sound clinical and electro- 
cardiographic evidence. G. F. Walker ° 


1113. Clinical Aspects of Cardiac Asthma and Acute 
Pulmonary Edema with Special Reference to Blood 
Pressure. [In English] 

I. SONNE and T. HILDEN. Acta Medica Scandinavica 
[Acta med. scand.] 138, 354-361, 1950. 4 figs., 6 refs. 


Sixteen cases of cardiac’ asthma were differentiated 
from 42 cases of acute pulmonary oedema by the presence 
in the latter cases of audible rales over the front of the 
chest. In all cases examined abnormal radiological and 
electrocardiographic results were obtained, and in all 
cases the pulse rate rose during the attack. In all cases 
of cardiac asthma, and in 73°, of those of acute pul- 
monary oedema, there was a rise in blood pressure on 
the day of the attack. The fall on the following day was 
much greater than would have been expected after the 
emotional siress of settling into hospital. Jn 23°, of 
cases of pulmonary oedema there was a fall in blood 
pressure during the attack. Of the 42 patients with 
this condition 17 died, and only 3 of these had a blood 
pressure during the attack of 190 mm. Hg or over, 
whereas of the 4 patients with a systolic blood pressure 
lower than 90 mm. Hg 3 died. In only one case was 
cardiac asthma fatal. Most of the attacks of cardiac 
asthma developed during the early evening, whereas in 
most cases acute pulmonary oedema developed at night. 

E. H. Johnson 


1114. Localized Interlobar Effusion in Congestive Heart 
Failure. Vanishing Tumor of the Lung 
W. I. Gerrer, K. R. Boucot, and E. W. MARSHALL. 
Circulation [Circulation] 2, 336-343, Sept., 1950. 4 figs., 
18 refs. 

Four cases of congestive heart failure with interlobar 


pleural effusion are described. In the antero-posterior 
skiagrams the effusions were rounded in shape and more 
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or less homogeneous in density. The first radiological 
diagnosis was of neoplasm in 2 cases, and encysted 
empyema in a third. After treatment for congestive 
failure, the space-filling lesions vanished. [Theskiagrams 
illustrating these cases are good.] Paul Wood 


1115. Antidiuretic Action of the Urine of Patients in 
Cardiac Failure 

B. A. Bercu, S. N. Rokaw, and E. Massie. Circulation 
[Circulation] 2, 409-413, Sept., 1950. 4 figs., 34 refs. 


An antidiuretic effect was induced in hydrated dogs by 
the intravenous injection of concentrated dialysed urine 
of 12 out of 15 patients with congestive heart failure. 
Urine from controls had no such effect. Since “ pitres- 
sin” is known to dialyse through membranes of the 
types used, a fact confirmed by the present investigators, 
it is concluded that the antidiuretic factor in the urine of 
patients with congestive heart failure is not pitressin. 

Paul Wood 


1116. Treatment of Subacute Bacterial Endocarditis 
with Streptomycin. (Zur Streptomycinbehandlung der 
Endocarditis lenta) 

E. WoLLHEIM and H. KLEINFELDER. Deutsche Medizin- 
ische Wochenschrift | Dtsch. med. Wschr.| 75, 1121-1124, 
Sept. 1, 1950. 6 figs., 15 refs. 


The successful treatment with streptomycin of 3 cases 
of subacute bacterial endocarditis which had shown 
signs of relapse under penicillin or sulphonamide therapy 
is described, with detailed case histories. In 6 further 
cases treated with streptomycin, however, the treatment 
was not curative. G. S. Crockett 


1117. Thromboembolism associated with Auricular Fibril- 
lation. Continuous Anticoagulant Therapy 

J. M. Askey and C. B. Cuerry. Journal of the American 
Medical Association [J. Amer. med. Ass.| 144, 97-100, 
Sept. 9, 1950. 12 refs. 


Intracardiac thrombi are three times as common in 
cases of rheumatic heart disease with auricular fibrillation 
as in those without auricular fibrillation, the arrhythmia 
apparently being the main responsible factor, and 20 
to 30° of such patients with auricular fibrillation suffer 
thromboembolism. On theoretical grounds, continuous 
anticoagulant therapy should prevent such episodes, and 
as 20°% of these patients die of thromboembolism, 
whereas the mortality from anticoagulant therapy is 
only 0-18%, the authors believe that such therapy is 
justified. Of 20 patients with auricular fibrillation who 
were given continuous out-patient dicoumarol therapy 
for an average of 13 months, the results were “* excellent ”’ 
in 11 cases and “ fair ’’ in 7, while the treatment failed 
in 2. Six patients suffered minor haemorrhages or 
haematomata, and one had headache due to the drug. 
While it is clear from this series that thromboembolism 
can occur while the patient is receiving anticoagulant 
treatment, the authors point out that in such cases there 
may have been poor control of the prothrombin level, or 
embolism may have occurred from pre-existing thrombi. 


On the other hand, it appears that in the presence of a' 


low blood antithrombin level, intravascular clotting may 


occur even when the blood prothrombin content is at 
the therapeutic level. The authors describe the dosage 
used in their cases and stress that this form of therapy 
requires a vigilant physician, a co-operative patient, and 
a reliable laboratory. John Anderson 


1118. Acute Myocarditis 
K. M. Bowpen. Medical Journal of Australia [Med. J. 
Aust.] 2, 397-402, Sept. 9, 1950. 7 figs., 7 refs. 


Ten cases are described in which death was due to 
acute myocarditis. The ages of patients varied from 12 
days to 63 years. Four were 20 months of age or 
younger; 5 were females. In the infants the clinical 
duration of the disease was very much shorter than in 
the adults. In one case (in a woman of 55 years) it was 
associated with poliomyelitis. 

The lesion in the myocardium is non-specific. The 
muscle shows varying degrees of degeneration, including 
necrosis. In later stages of the disease muscle cells 
disappear completely, leaving only sarcolemma cells 
and giving a lace-work pattern. Cellular infiltration of 
the stroma occurs; phagocytes, eosinophils, poly- 
morphonuclear cells, and giant cells may be seen. In 
poliomyelitis the cells tend to be grouped round blood 
vessels. 

Stress is laid on the inconspicuous naked-eye changes 
in many of the affected hearts. The author refers to his 
own experience of the condition as a cause of death under 
anaesthesia and of other sudden and unexpected deaths. 

F. A. Langley 


1119. Spontaneous Rupture of Papillary Muscle of the 
Left Ventricle. A Clinical Syndrome 

H. ScHWARTZ and F. R. CANELLI. American Heart 
Journal {[Amer. Heart J.) 40, 354-362, Sept., 1950. 
5 figs., 9 refs. 


The authors describe a case of cardiac infarction 
proved at necropsy to be complicated by rupture of a 
papillary muscle. Such infarction was the cause of 
rupture in most of the 32 recorded cases of the latter. 
The diagnosis is suggested by the appearance of a loud 
systolic murmur and marked, intractable pulmonary 
oedema in a patient with myocardial infarction. 

Verel 


1120. Bernheim’s Syndrome Considered in the Light of a 
Fatal Case 

E. B. WiLson and S. L. ZIMMERMAN. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 220, 257-261, 
Sept., 1950. 1 fig., 7 refs. 


A case of anasarca with marked venous congestion 
but without any evidence of pulmonary engorgement is 
described. The patient could lie flat, there were no signs 
in the lungs, and the pulmonary second sound was not 
accentuated. Aortic incompetence was present and a 
chest radiograph showed gross enlargement of the left 
ventricle, the lung fields being clear. At necropsy the 
left ventricle was found to be much hypertrophied, 
measuring 3-5 cm. in diameter. The septum measured 
3 cm. across and bulged into the cavity of the right 
ventricle, reducing this to a slit. The authors suggest 
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that the reduction in the capacity of the right ventricular 
cavity offers a reasonable explanation for these clinical 
and necropsy findings. They feel that Bernheim’s 
syndrome should be diagnosed in cases of heart disease 
whenever left-sided failure would be anticipated, both 
from aetiological considerations and from the presence of 
enlargement of the left ventricle, and yet signs of systemic 
venous enlargement far outweigh those of pulmonary 
congestion. C. W. C. Bain 


1121. Cor Triloculare Biatrium 

F. R. SHECHTER and H. S. GREENSPAN. Journal of the 
American Medical Association [J. Amer. med. Ass.| 144, 
100-103, Sept. 9, 1950. 1 fig., 23 refs. 


The rare congenital cardiac anomaly of cor triloculare 
biatrium in a boy 22 months of age is reported. The 
embryologic, pathologic, and physiologic observations, 
together with roentgenologic, electrocardiographic, and 
fluoroscopic evaluations are  discussed.—[Authors’ 
summary.] 


1122. Persistent Truncus Arteriosus. A Clinicopatho- 
logic Study 

V. MoraGues. American Journal of Clinical Pathology 
{[Amer. J. clin. Path.| 20, 842-853, Sept., 1950. 9 figs., 
21 refs. 


The post-mortem findings in4 cases of persistent truncus 
arteriosus occurring in infants are reported. Three of 
the cases were of the * partial *’ type in which there is 
some evidence of division of the truncus. The fourth 
case was an example of the ** complete *’ form, in which 
there is no division of the truncus and the pulmonary 
arteries arise directly, and independently, from the 
common arterial trunk. The author gives the following 
as the diagnostic criteria for persistent truncus: (1) the 
presence of a single arterial trunk at the base of the heart 
from which arise the coronary, pulmonary, and systemic 
arteries; and (2) the origin of the pulmonary arteries 
from the ascending portion of the arterial trunk, proximal 
to the origin of the innominate artery. In a valuable 
discussion of the radiological appearances it is noted 
that in 2 of these cases the ** diagnostic ’’ shelving of the 
right ventricle in the left anterior oblique view, described 
by Taussig, was absent. James W. Brown 


1123. Angiocardiograms after Ligation of the Ductus 
Arteriosus 

K. D. British Heart Journal [Brit. Heart J.) 12 
372-376, Oct., 1950. 4 figs., 4 refs. 


Angiocardiograms taken 6 weeks before, and 5 weeks 
after, ligation of a patent ductus arteriosus in a girl aged 
6 years are reproduced. The dilatation of the aorta at 
the site of the ductus before operation and the refilling of 
the pulmonary artery at a time when the left ventricle and 
aorta are opacified are well demonstrated. In the films 
taken after ligation refilling of the pulmonary artery does 
not appear, but the localized aortic dilatation persists 
and is said to be larger [although the angiocardiogram 
is not very convincing on this last point]. According to 
the author, refilling of the pulmonary artery (which is 
the only indirect angiocardiographic sign of patency of 


the ductus) will only be seen if the bolus technique of 
injecting a small quantity of dye at a great speed is used, 

[These findings tend to confirm the view that angio- 
cardiography is not of great value in the diagnosis of 
patency of the ductus arteriosus unless the opaque 
medium can be introduced directly into the ductus after 
it has been catheterized via the pulmonary artery.] 

J. F. Goodwin 


See also Sections Pathology, Abstracts 1031-3; 
Infectious Diseases, Abstract 1261. 


CORONARY ARTERY DISEASE 


1124. Effect of Khellin on Coronary Artery Insufficiency 
as Evaluated by Electrocardiographic Tests 

M. M. Best and W. S. Coe. Circulation [Circulation] 2, 
344-350, Sept., 1950. 5 figs., 10 refs. 


The effect of khellin was tested in 9 cases of ischaemic 
heart disease. Objective evidence that khellin caused 
coronary vasodilatation, which improved the coronary 
circulation during effort in these patients, was supplied 
by means of both the effort test and the anoxaemia test. 
Electrocardiographic tracings of 4 of the cases are 
illustrated, and provide convincing evidence that khellin 
is therapeutically active. Only in 1 of the 9 patients 
was the condition not improved by the drug. Nausea 
and vomiting of moderate severity occurred in 3 cases. 
The dose was 50 mg. orally three times a day for 2 to 4 
weeks. Paul Wood 


1125. Coronary Artery Disease. A Comparison of the 
Rates and Patterns of Development of Coronary Arterio- 
sclerosis in the Negro and White Races with its Relation 
to Clinical Coronary Artery Disease 

J.O. BLacHE and F. P. HANDLER. Archives of Pathology 
[Arch. Path.} 50, 189-198, Aug., 1950. 2 figs., 27 refs. 


This paper embodies a review of the literature relating 
to the incidence of coronary artery disease and hyper- 
tension in the negro and white races, from which the 
general inference is to be drawn that coronary disease 
occurs much more frequently in white persons than in 
negroes, despite the fact that hypertension is more 
common among the latter. In an attempt to determine 
whether this inference is correct, the authors studied 
specimens of the anterior descending branch of the left 
coronary artery in 47 consecutive necropsies on negroes 
(23 males and 24 females) dying in St. Louis hospitals. 
The specimens were taken from the first 2 cm. of the 
vessel and fixed in formaldehyde U.S.P. diluted 1 in 10 
with absolute alcohol. Paraffin sections stained with 
haematoxylin and eosin and by the Weigert—Verhoeff 
elastin method were examined and a third section was 
examined by dark-field illumination after incineration. 
The average degree of development of coronary arterio- 
sclerosis was assessed in each of the age groups, 0 to 30 
years, 31 to 50 years, 51 to 70 years, and 71 years and 
older and the findings were compared with those of 
Lansing, Blumenthal, and Gray (J. Gerontol., 1948, 3, 87) 
in a similar investigation on white subjects. 
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It was found that the process of arterial degeneration 
in negroes lagged about 10 years behind that in whites, 
this being most marked in the 4th, Sth, and 6th decades. 
Whereas in whites the degeneration consisted of fraying 
and fragmentation of the internal elastic lamina, with 
spread of elastic elements into the intima and media, in 
negroes the earliest change was the straightening out of 
the undulation of the internal elastic lamina, which swells 
and subsequently begins to fragment. In both races 
calcification of the frayed and fragmented elastic tissue 
takes place. R. B. T. Baldwin 


1126. Localization of Myocardial Infarcts with Respect to 
the Muscle Bundles of the Heart 

W. B. WARTMAN and J. C. Soupers. Archives of 
Pathology {Arch. Path.] 50, 329-346, Sept., 1950. 7 figs., 
21 refs. 


The 72 ventricular infarcts discovered in 50 hearts all 
showed definite patterns which were similar to the 
known patterns of the cardiac muscle bundles. In some 
instances the infarct was limited to a single muscle 
bundle, whereas in others it involved two, three or even 
all four bundies. The infarct usually involved only a 
part of a muscle bundle. For example, the posterior 
sector of both deep muscles was commonly necrotic, 
but not the entire circumference of either of these 
muscles. Twenty-five infarcts (35°) in 21 hearts (42%) 
were each confined to a single ventricular muscle bundle. 
Superficial muscle bundles were involved, either alone or 
in combination with a deep muscle, in 74% of the infarcts. 
The internal portion of the superficial muscles was 
involved three times as commonly as the external portion. 
Deep muscle bundles were involved, either alone or in 
combination with a superficial muscle, in 51%. The 
deep sinospiral muscle was affected significantly less 
frequently than any other muscle. Atrial infarcts were 
discovered in 21 (42%) of the hearts, but always in 
association with ventricular infarcts. The majority were 
recent and in the right atrium, which suggests that they 
may have been a contributory cause of death. 

The importance of the thickness of the infarct, especi- 
ally in the left ventricle, is discussed and three types are 
described: (1) full thickness infarcts; (2) massive but 
not full thickness infarcts; and (3) laminar infarcts. 
Full thickness and massive but not full thickness infarcts 
were composed of two or more muscle bundles at the 
base of the heart, but of only one or at the most two at 
the apex. Laminar infarcts usually involved one, and 
never more than two bundles. Rupture, aneurysm and 
thrombosis were related at least in part to the thickness 
of the infarct. Both rupture and aneurysm occurred 
at the apex of the left ventricle after infarction of the 
superficial muscle bundles, but at the base and mid- 
Portion of the left ventricle only after infarction of the 
deep muscles. The incidence of rupture was 8°;, and it 
Occurred only in new full thickness infarcts. Aneurysm 
was more common with full thickness and massive 
infarcts than with laminar infarcts. Mural thrombosis 
Occurred frequently in association with ventricular 
aneurysm, full thickness infarct and infarction of the 
subendocardial portion of the superficial muscle bundles. 


Multiple muscles were involved much more frequently 
than a single muscle, suggesting that an infarct affecting 
more than one muscle has a worse prognosis than one 
affecting a single muscle. No evidence was found to 
indicate that the prognosis of a myocardial infarct is 
worse if deep rather than superficial muscle bundles are 
involved.— Authors’ summary. 


1127. One hundred per cent Oxygen in the Treatment of 
Acute Myocardial Infarction and Severe Angina Pectoris 

H. I. Russex, F. D. REGAN, and C. F. NAEGELE. Journal 
of the American Medical Association |J. Amer. med. Ass.] 
144, 373-375, Sept. 30, 1950. 7 refs. 


In certain cases of angina pectoris with transient 
electrocardiographic patterns of myocardial anoxia in 
response to the Master two-step test, the specific effect 
of various drugs in preventing these previously recorded 
electrocardiographic changes can be determined. Five: 
such cases were studied in order to determine whether 
the reputedly beneficial effect of high concentrations of 
oxygen for the relief of cardiac pain was brought about 
by influencing the local anoxia in an ischaemic area of 
heart muscle. Inhalation of 100°, oxygen was found to 
have no effect on the constant changes in the RS-T 
segment and T wave induced by standard exercise. It 
failed to prevent the onset of anginal pain or to influence 
its duration, yet glyceryl trinitrate ;t> gr. (0-4 mg.) not 
only prevented development of pain, but also greatly 
modified the electrocardiographic response to the 
exercise test. 

The authors conclude that the administration of 100% 
oxygen had no influence on myocardia! anoxia in patients 
with acute myocardial infarction or angina pectoris in 
which arterial blood oxygen saturation was normal. As 
a therapeutic method for the relief of intractible pain it 
has no place. There is even evidence that hyper- 
oxygenated blood may interfere with the reactive hyper- 
aemia evoked by myocardial anoxia. This is, however, 
no contraindication to the routine administration of 
oxygen whenever other indications for its use in such 
cases are present. J. L. Lovibond 


1128. The Effort Test in Angina Pectoris 

P. Woop, M. McGreGor, O. MAGipson, and W. WHIT- 
TAKER. British Heart Journal (Brit. Heart 12, 363- 
371, Oct., 1950. 8 figs., 19 refs. 


Standard, unipolar limb, and chest lead tracirigs were 
recorded with a direct-writing electrocardiograph from 
100 patients with unequivocal angina pectoris and 
normal resting electrocardiograms and 100 persons with 
no evidence of cardiovascular disease before, and 
immediately after, they were subjected to severe effort. 
Of the patients with angina, the tracings from 88 showed 
either a sagging depression of the RS-T segment | to 
4 mm. below the iso-electric line, a flat, diphasic, or 
inverted T wave in the left ventricular leads, or a com- 
bination of these. The changes occurred most frequently 
when the heart rate was 90 per minute or more at the 
termination of effort. Pain was not induced in 30 patients 
who showed ischaemic curves after effort, but 12 patients 
with a history of angina did not develop any electro- 
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cardiographic changes on exercise and 7 patients developed 
anginal pain during the test without showing any RS—T 
or T-wave changes. In the control series the majority 
of tracings showed no change, but a few demonstrated 
depression of the RS-—T junction, which sloped rapidly 
up to a normal T-wave peak. The authors consider the 
differentiation between the sagging, flat depression of the 
RS-—T segment in the ischaemic cases and the localized 
RS-T junctional depression in the normal to be the 
important point for diagnostic purposes, and do not 
consider the degree of RS—T depression to be of so much 
significance. 

{This paper is of value in clarifying the mass of con- 
troversial opinion regarding the criteria for a positive 
effort test. Since the test is of most value in confirming 
the diagnosis in patients with atypical angina, it would be 
interesting to know whether the differences in RS—T- 
segment change would be so clear cut between a group 
of such patients and a group of normal subjects. The 
results of the investigation, however, suggest that the 
correlation between effort pain and cardiographic 
changes on effort is not necessarily a close one.] 

J. F. Goodwin 


See also Section Pathology, Abstract 1023 (4). 


HYPERTENSION 


1129. Dietary Treatment of Hypertension. Clinical and 
Metabolic Studies of Patients on the Rice—Fruit Diet 

V. P. Dore, L. K. DAHL, G. C. Corzias, H. A. Eber, 
and M. E. Kress. Journal of Clinical Investigation [J. 
clin. Invest.] 29, 1189-1206, Sept., 1950. 4 figs., 10 refs. 


Clinical progress was observed and variation in nitro- 
gen, salt, and water metabolism noted in 6 uncomplicated 
cases of hypertension during 6 months’ treatment under 
controlled conditions with the rice—fruit diet of Kempner. 
After being on a normal hospital diet for 2 to 4 weeks 
each patient received, for a period varying from 18 to 
56 days, a diet containing 90 g. of rice a day, with fruit 
and/or fruit juice and a vitamin supplement. Each 
patient was allowed to select his or her level of caloric 
intake through variations in sugar and fruit consumption, 
but the total protein intake during this period was kept 
constant at 20 to 25 g. a day, 7 g. of which was derived 
from rice. During the next 31 days (Period 1) the amount 
of rice was increased to 250 g., with corresponding 
reduction in the amount of fruit to keep constant the 
total calorie intake, the total protein intake now being 
25 g. a day, 20 g. of which was derived from rice. For 
the next two periods (II and III), each of 4 weeks, the 
patients received the same diet with the addition during 
Period IL of 2:5 g. of ammonium chloride, and during 
Period III of 2-5 g. of sodium chloride a day. 

During the last 2 weeks of each period clinical and 
biochemical observations were made, the findings in which 
may be summarized as follows: (1) A significant decrease 
in blood-pressure level was obtained in 5 out of 6 cases 
during Periods I and II, but during Period IIIl, when 
sodium chloride was added to the diet, a rise in systolic 


pressure occurred in 3 of these 5 cases, and in diastolic 
pressure in 2. Simultaneously with the fall in blood 
pressure, the size of the heart decreased and there was 
also marked improvement in respect of hypertensive 
retinal changes and electrocardiographic tracings. All 
the patients lost weight rapidly until they reached a new, 
low, steady level. (2) Nitrogen, sodium, chloride, and 
water balance was easily maintained on the diet. How- 
ever, the time required for nitrogen balance to be 
achieved was much longer, and varied directly with the 
total calorie intake. (3) Despite the low sodium intake, 
no apparent depletion of extracellular water or fixed 
base was observed in patients with normal kidney 
function. 

From their observations the authors conclude that 
clinical improvement is not due to salt depletion, but is 
a consequence of the adaptive response of the body to 
limitation of sodium intake. Clinical histories of the 
cases are given in full and the procedures and methods 
employed are described in detail. S. Karani 


1130. A Prolonged Study of Oral Veratrum Viride in the 
Treatment of Essential Hypertension 

J. D. McNair, G. C. GrirritH, and S. R. ELEK. Ameri- 
can Heart Journal [Amer. Heart J.| 40, 382-389, Sept., 
1950. 1 fig., 7 refs. 


Over periods of 2 to 5 months a daily dose of 60 to 120 
units of veratrum viride was given in 22 cases of hyper- 
tension.. At intervals, unknown to the patient or 
observer, the drug was replaced by a placebo. The 
patients were treated as out-patients and the blood pres- 
sure was recorded before and after 10 to 15 minutes’ 
quiet rest. Analysis of results showed that the drug 
had no significant effect on pulse rate or blood pressure. 

D. Verel 


1131. The Effects of Dibenamine on Severe Hypertension 
R. E. Wunscu, R. D. WARNKE, and G. B. Myers. 
Annals of Internal Medicine [Ann. intern. Med. 33, 
613-628, Sept., 1950. 2 figs., 15 refs. 


This is an initial report on an incomplete investigation. 
N : N-dibenzyl-8-chlorethylamine (‘* dibenamine *’) was 
given at the City of Detroit Receiving Hospital in 14 
cases of severe and 17 cases of mild hypertension. All 
but 9 patients in the latter group were selected because 
they had shown no improvement, or only slight improve- 
ment, after one week in bed on barbiturates. In the 
severe cases the drug was given by slow intravenous 
drip in 5% glucose in initial doses of 2 to 5 mg. per kg. 
body weight and subsequent doses (depending on the 
patient’s response or the presence of toxic symptoms) of 
5 to 10 mg. per kg. body weight. In 9 of these cases the 
effects of dibenamine were also compared with those of 
intravenous injection of 100 to 500 mg. of tetraethyl- 
ammonium chloride. In the 17 mild cases dibenamine 
was given by mouth in initial doses of 0:25 g. 1 to 3 
times daily after meals, and then in increasing doses of 
up to 0-5 g. 3 times daily until therapeutic or toxic effects 
were seen. 

Injections of the drug always lowered the blood pressure 
(for longer periods than injections of tetraethylammonium 
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bromide), but toxic effects, notably restlessness, drowsi- 
ness or confusion, and nausea and vomiting, were 
invariably present. One patient had epileptiform con- 
vulsions after an injection. The most notable effect was 
the disappearance of headaches in 7 of the 10 subjects 
who suffered from this symptom, and the authors suggest 
that the only justifiable use of dibenamine injections is 
for temporary easing of such headaches in patients who 
are not fit for sympathectomy and do not respond to 
other measures. Tablets given by mouth abolished the 
rise in blood pressure usually noted in hypertensive 
patients when they immerse a hand in cold water, but 
they seldom lowered the blood pressure and always 
caused nausea and vomiting, even though they were 
enteric-coated. E. M. Glaser 


1132 (a). ‘* Medical Sympathectomy ”’ in Hypertension. 
A Clinical Study of Methonium Compounds 

R. TurNeR. Lancet [Lancet] 2, 353-358, Sept. 2, 1950. 
8 figs., 28 refs. 


The term “medical sympathectomy’ does not 
accurately describe the action of pentamethonium and 
hexamethonium compounds, which is not confined to 
one part of the autonomic nervous system, but for practi- 
cal purposes this is their main effect. When these drugs 
are injected intravenously in hypertensive subjects the 
blood pressure falls precipitously, but the action is short- 
lived and such a response is of little value except as 
evidence of the lability of the blood pressure. With 
intramuscular injection the fall in pressure may be as 
great and is more prolonged. Intramuscular injection 
of 100 mg. thrice daily is, on the average, a suitable 
initial dosage, and will maintain blood pressure at a 
reasonable level throughout the daytime. In the labile 
hypertensive, pressure falls naturally during sleep. 
Under the influence of these drugs blood pressure is 
much affected by posture, and constant observation is 
necessary during treatment to avoid excessive hypo- 
tension. Symptoms related to postural hypotension can 
be counteracted by the patient’s wearing an abdominal 
support, or contracting the abdominal muscles at the 
first sign of symptoms or, if possible, lying down. 
A similar reduction of blood pressure can be obtained 
by giving a larger dose of the drugs by mouth, an average 
being | g. in solution thrice daily, but it is not at all easy 
to establish a fixed daily dose for any particular person. 
During administration, especially by mouth, blood pres- 
sure varies widely with rest, walking, sitting, standing, 
and emotion. 

Induction of a state of relative hypotension by giving 
pentamethonium bromide was of no obvious value in a 
patient suffering from severe hypertension with con- 
gestive heart failure. In a discussion of three other 
illustrative case histories, the desirability of lowering 
blood pressure by this means is questioned. Cerebral 
symptoms of uncertain pathogenesis have been reported, 
and the risk of cerebral thrombosis is increased, while 
one of the cases described illustrates the risk of femoral 
thrombosis and even of myocardial infarction occurring 
during treatment. Moreover, when the body is adapted 
to hypertension, the patient may feel less well when 


maintained in a state of lowered pressure. Certainly 
assessment of the value of these drugs in any case should 
always be made initially in hospital, so that over-reactors 
can be discovered; during this period adrenaline should 
always be at hand. 

The author concludes that the methonium drugs have 
no place in the routine management of hypertension, 
though they may be of value in treating certain resistant 
related symptoms. There is as yet no clear evidence 
that continuous reduction of blood pressure by drugs 
which paralyse the autonomic nervous system will prove 
beneficial in the long run to hypertensive patients, and 
it may well prove harmful to some. Even if desirable, 
such reduction is not easy to achieve with these com- 
pounds. T. Semple 


1132 (6). Pentamethonium in Hypertension 
S. SaviLLe. Lancet [Lancet] 2, 358-360, Sept. 2, 1950. 


This is a recdrd of the treatment with pentamethonium 
bromide of 5 patients with serious symptoms related to 
hypertension. Initial response was tested by admini- 
stration of one or two doses of 50 mg. intramuscularly; 
the drug was then given orally, 0-5 to 1-0 g. every 4, 6, 
or 8 hours. As might be expected, subjects with in- 
elastic vessels do not experience (and do not require) the 
striking fall in blood pressure seen in patients with a 
more labile type of hypertension. The principal side- 
effect to be watched for is postural hypotension. With 
care in adjusting the dosage and timing, little trouble is 
encountered; but all patients should be instructed to 
assume the erect posture by easy stages and to sit down if 
they have prodromal symptoms of hypotension. There 
was an initial improvement in the symptoms of all 5 
patients, which was maintained in all but one who had 
malignant hypertension and congestive failure. Another 
patient had signs of congestive heart failure which dis- 
appeared during treatment with the drug [but it is not 
stated what additional treatment was given]. It is clear 
that relief of symptoms from the drug is not necessarily 
paralleled by a fall in blood pressure. 

[This paper is a useful addendum to that of Turner 
(Abstract 1132 (a)) but has a lower critical value.] 

T. Semple 


See also Section Pathology, Abstracts 1018, 1029. 


BLOOD VESSELS 
1133. Diffuse Eosinophilic Arteritis 
G. Lumps. British Medical Journal [Brit. med. J.| 2, 
645-647, Sept. 16, 1950. 1 fig., 13 refs. 


The case of a woman aged 33 with a 9 months’ history 
of cough and a 2 months’ history of dysphagia, hoarse- 
ness, and thyroid swelling was investigated at the 
Westminster Hospital, London, with negative findings 
except for a leucocyte count of 7,400 per c.mm., with 
23% eosinophils, and a low-grade pyrexia. There was 
no personal or family history of allergy. The dysphagia 
increased, and oedema of the face and hands appeared 
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3 months later. Subtotal thyroidectomy gave temporary 
relief; there was no histological evidence of toxicity in 
the gland. Two months later a chest radiograph 
revealed irregular shadows in both lower lung zones, 
which had increased in size and distribution when she 
was re-admitted 3 months later with severe dyspnoea; 
she lapsed into coma and died. At necropsy wide- 
spread, yellow, irregular, consolidated areas were found 
in the lungs, and small yellow areas of infiltration in the 
spleen, liver, kidneys, and some lymph nodes. Micro- 
scopically these areas consisted of eosinophil infiltrates. 
The arterioles showed intimal proliferation with oc- 
casional thromboses and local necroses. The author 
discusses the similarity of these findings to those in 
polyarteritis nodosa and various allergic syndromes, the 
particular precipitating stimulus in this case being 
unknown. I, Ansell 


1134. On the Effect of Arterial Occlusion and Venous 
Congestion upon Limb Pain 

H. Sr. C. C. Appis, R. P. Jepson, and J. H. KELLGREN. 
Clinical Science {Clin. Sci.] 9, 271-280, 1950. 3 figs., 
19 refs. 


Pneumatic cuffs were applied to the limbs of patients 
suffering from pain associated with closed deep suppura- 
tion, operation wounds, sprains, rheumatoid or tuber- 
culous arthritis, osteoarthritis, peripheral nerve injuries, 
and glomus tumours; the cuffs were blown up to pressures 
of 80 and 200 mm. Hg, and left on for 15 minutes. In 
the majority of patients these procedures had no effect 
on the pain. In some, occlusion at a pressure of 
200 mm. Hg caused a rapid increase in pain, in others it 
caused a gradual increase; in some cases occlusion at a 
pressure of 80 mm. Hg caused some increase in pain. 
In some cases again, occlusion at 200 mm. Hg caused an 
increase in pain whereas that at 80 mm. caused none, and 
vice versa; but most patients whose pain was increased 
complained of an increase at both pressures. Patients 
with closed deep suppuration and operation wounds 
were most likely to suffer increase of pain with occlusion 
at 200 mm. Hg. 

[There are two kinds of research: the collection of 
evidence to support or refute a hypothesis, and the 
random collection of previously unknown facts. Re- 
search of the former type tends to be mentally satisfying, 
whereas that of the latter type leaves in question the 
significance of the observations made. The present 
study is of the second type.]} P. W. Nathan 


1135. The Diagnosis and Pathogenesis of Obliterative 
Vascular Disease of the Lower Extremities 

A. M. Boyp. Angiology [Angiology] 1, 373-390, Oct., 
1950. 15 figs., 5 refs. 


During the course of 3 years more than 1,000 patients 
with defective circulation in the lower limbs were in- 
vestigated at the Manchester Royal Infirmary. As most 
of the patients complained of pain, differential diagnosis 
was required from a number of conditions, including 
osteoarthritis, foot strain, and meralgia paraesthetica. 
Apart from a few cases of traumatic thrombosis, the 


disabilities were classified as juvenile obliterative arteritis, 
primary popliteal thrombosis, and senile obliterative 
arteritis, the first two usually being associated under the 
general term thrombo-angiitis obliterans or Buerger’s 
disease. 

Despite its name, the third condition occurs in a 
variety of age groups. In diffuse lesions arteriography 
shows that the main vessels are narrow and irregular; 
the arterial walls may be calcified. Thrombosis of 
the popliteal artery occurs in nearly 50% of cases, 
The special localization to this vessel may depend upon 
repeated injuries caused by movement of the knee- 
joint. On the other hand, the onset of thrombosis may 
be determined by hypotension due to prolonged rest in 
bed. Thrombosis of the superficial femoral artery 
affects about 13% of cases. In this condition the patient 
experiences claudication in an apparently healthy limb. 
Although nutritional changes are absent, gangrene of the 
limb is more likely to result from femoral thrombosis 
than from popliteal thrombosis. The distal type of 
senile obliterative arteritis is characterized by the sudden 
onset of ischaemic changes in the hands and feet, 
accompanied by transient attacks of gangrene of the 
superficial tissues. 

The arteriogram in primary popliteal thrombosis 
cannot be distinguished from the arteriogram of throm- 
bosis due to posterior dislocation of the knee-joint. 
Probably the site of thrombosis is determined by trauma, 
since biopsy fails to reveal any inflammatory change. 
Primary popliteal thrombosis is usually considered to 
represent a form of thrombo-angiitis obliterans. Never- 
theless it follows a benign course. The second form 
of thrombo-angiitis obliterans is juvenile obliterative 
arteritis, a disease which begins in the small arteries of 
the feet and which results in gangrene of the lower limbs. 
Fungus infection of the toes may constitute an important 
factor in the aetiology of the disease. A. Garland 


1136. Ac-globulin Levels in Thromboembolism 
J. H. OLwin and J. L. FAney. Annals of Surgery (Ann. 
Surg.| 132, 443-449, Sept., 1950. 1 fig., 17 refs. 


Accelerator-globulin is the fifth and most iately dis- 
covered factor involved in the mechanism of blood 
coagulation. It is catalytic in the reaction between 
prothrombin, thromboplastin, and calcium ions. Serum 
levels of this factor were estimated (by the method of 
Ware and Seegers) in 46 patients with clinical evidence 
of thrombosis or embolism (including coronary throm- 
bosis, cerebral thrombosis, and thrombophlebitis of the 
retinal vein). Most patients received heparin and 
dicoumarol therapy. In 30 cases blood samples were 
obtained before anticoagulants had been given. The 
catalytic factor was determined up to 3 months after the 
onset of the illness. It has been shown elsewhere that 


the effect of dicoumarol is to lower the leve! of accelerator- 
globulin in serum. Despite this, in 80°, of cases levels 
of double the normal value occurred in the first week. 
It is not apparent whether the high accelerator-globulin 
level was the cause of the thrombosis or the effect. 
[The statistics in this paper are not very convincing.] 
A. G. Parks 
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1137. The Treatment of Dicumarol-induced Hypo- 
prothrombinemia in Dogs with Emulsified Vitamin K, 
Administered Intravenously 

M. SHosHKeEsS, R. P. Geyer, G. S. Yee, and F. J. STARE. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.]| 36, 531-536, Oct., 1950. 3 figs., 8 refs. 


A finely dispersed 5% emulsion of vitamin K, in 5% 
dextrose was prepared by agitating 5 g. of vitamin K, 
and 93-45 ml. of 5°%% dextrose in a Waring blender for 
10 minutes, using 1-0 g. of “* demal-14”’ (polyglycerol 
ester of oleic acid) and 1-0 g. of the BF2 fraction of soy- 
bean phosphatide (Geyer et al., J. Lab. clin. Med., 1948, 
33, 163) as emulsifiers. A profound and prolonged 
elevation of the prothrombin time of 7 to 9 days’ duration 
was induced in dogs by the intravenous injection of 50 mg. 
of dicoumarol, but was completely blocked by giving 
50 mg. of the emulsified vitamin K; intravenously 15 
minutes after the dose of dicoumarol. Similarly, 
dicoumarol-induced hypoprothrombinaemia of several 
days’ duration was effectively reversed within 2 to 6 hours 
of the intravenous administration of 60 mg. of emulsified 
vitamin K,. A moderate anti-dicoumarol effect was 
noted for 10 days after the injection. No toxic effects 
from the emulsified vitamin per se were observed, though 
the stabilizers caused transient symptoms in one dog. 

Harold Caplan 


1138. Investigations with the Electron Microscope of the 
Platelets in Essential Thrombocytopenia and Acute 
Leukaemia, (Elektronenmikroskopische Untersuchungen 
der Thrombozyten bei essentiellen Thrombopenien und 
akuten Leukamien) 

H. BRAUNSTEINER and H. Fésvre. Wiener Zeitschrift 
fiir Innere Medizin (Wien. Z. inn. Med.] 31, 321-327, 
Sept., 1950. 6 figs., 5 refs. 


A short description is given of the structure of throm- 
bocytes as demonstrated with the electron microscope, 
especially in essential thrombocytopenia. It has been 
shown that in this disease the platelets undergo unduly 
rapid degeneration and the qualitative changes in the 
platelets in this disease are of more significance than the 
quantitative. The giant platelets that are seen in acute 
leukaemia are really degenerate pseudopodia which are 
incapable of normal agglutination and thrombus 
formation. A. Piney 


1139. The Effect of a Folic Acid Antagonist, 4-Amino- 
pteroylaspartic Acid, in the Treatment of Polycythemia 
Rubra Vera 

E.C. Bett and P. L. Davis. American Journal of Clinical 


[Amer. J. clin. Path.] 20, 839-841, Sept., 1950. 
refs. 


A patient with polycythaemia vera derived benefit from 
a course of treatment with the folic-acid antagonist, 
4-aminopteroylaspartic acid. The drug was given by the 


intramuscular route over a period of 4 months to a total 
dose of 560 mg. During treatment the haemoglobin 
value fell from 19 to 14 g. per 100 ml., and the erythrocyte 
count fell from over 7,000,000 to 4,500,000 per c.mm. 
The function of the bone marrow, initially hyperplastic, 
was depressed under the influence of the drug. There 
were no toxic side-effects. Four months after the course 
had been completed, the blood count showed a return 
to the high pre-treatment level. G. B. Forbes 


See also Section Disorders of the Locomotor and 
Osseous Systems, Abstract 1222. 


ANAEMIA 


1140. Hemopathic Mediterranean Syndrome. [In 
English] 

P. p—E Muro and G. Leonarpi. Acta Medica Scandi- 
navica [Acta med. scand.] 138, 362-373, 1950. 6 figs., 
bibliography. 


A brief outline of the Rietti-Greppi-Micheli syndrome 
and the Mediterranean group of blood disorders is 
followed by a description of 2 cases. Both patients had 
a chronic anaemia, hyperchromic in type, with aniso- 
cytosis and poikilocytosis and fever. Anaemia was 
macrocytic in one case and microcytic in the other. 
Both patients had an enlarged spleen and liver, slight 
jaundice, and a positive indirect van den Bergh reaction 
with an increased 4mount of urobilinogen in the faeces. 
In both there was a marked increase in erythrocyte 
resistance to hypotonic saline. In neither case did any 
form of therapy (administration of iron, folic acid, 
vitamin-B complex, or blood transfusion) improve the 
condition. The family histories are of particular interest 
because, although both families abounded in hemato- 
logical abnormalities, a wide variety of types was present. 
In one case there was moderate macrocytosis in both 
parents, with hyperchromia in the mother. One brother 
had a similar but mild anaemia with no increase in cell 
resistance, and a brother and sister had moderate erythro- 
cytosis and hypochromia. In the second case the father 
had normochromic macrocytic anaemia, with increase in 
cell resistance, and the mother a microcytic anaemia. 
One brother had hyperchromia and the other hypochromic 
anaemia. It is suggested that a variety of factors may be 
involved in the syndrome. E. H. Johnson 


1141. The Efficiency of an Iron—Molybdenum Prepara- 
tion as Evaluated by Means of Iron Absorption Tests 
S. GULLBERG and B. VAHLouIst. Blood [Blood] 5, 
871-873, Sept., 1950. 1 fig., 10 refs. 

Serial serum iron estimations were carried out in a 


group of healthy female adults who were given a single 
dose of ferrous sulphate by mouth, and in a similar group 
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who were given the same quantity of ferrous sulphate 
together with molybdenum sesquioxide in the proportion 
of 1 part of Mo to 15 parts of Fe. There was no signi- 
ficant difference between the iron absorption curves of 
the two groups. P. C. Reynell 


1142. Iron-deficiency Disease with Little or No Anaemia. 
(Zur Frage der nicht- und der leichtanamischen Eisen- 
mangelkrankheit) 

B. Jasinski. Praxis [Praxis] 39, 811-816, Sept. 21, 
1950. 2 fig., 15 refs. 


1143. Therapeutic Effect of Aureomycin in Pernicious 
Anenia 

H. LicHTMAN, V. GINSBERG, and J. WATSON. Proceed- 
ings of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 74, 884-888, Sept., 1950. 
14 refs. 


Since it has been shown that aureomycin may produce 

a growth response in chicks. on diets deficient in vitamin 
B,2, it was thought that aureomycin might also suppress 
the Bacterium coli population in the bowel and thus 
encourage the growth of other organisms which synthesize 
more vitamin B;2. To test this possibility, aureomycin 
was given to 5 patients suffering from Addisonian per- 
nicious anaemia in relapse and to 1 patient with nutri- 
tional macrocytic anaemia. The results in the 5 cases 
may be summarized as follows: (1) Aureomycin 2 g. 
plus streptomycin 2 g. by mouth daily for 32 days: 
definite, but delayed haematological response. (2) Aureo- 
mycin 3 g. by mouth daily for 40 days: irregular, sub- 
maximal response. (3) Vitamin B;2, 3 yg. daily by 
mouth for 10 days without response, then addition of 
aureomycin 3 g. for a further 37 days: clinical and 
haematological response of greater magnitude than in 
preceding cases. (4) Aureomycin 2 g. daily by mouth, 
meat-free diet for first 12 days, no response; diet supple- 
mented by 200 g. lean meat daily, with slight, irregular 
reticulocyte response, but satisfactory rise in erythrocyte 
count. (5) (A case of nutritional macrocytic anaemia.) 
Aureomycin 2 g. daily with meat-free diet for first 13 days, 
with slight response. Then vitamin B;2 orally in daily 
doses of 3 yg. together with the aureomycin for a 
further 23 days: no reticulocyte response, but rise 
in erythrocyte count. (6) Aureomycin intravenously, 
600 mg. daily, for 20 days: no response. 
L. J. Davis 


1144. Sickle Cell Anemia in the White Race: Study of a 
Family with a Review of Genetic Theories 

R. A. GuyTon and R. W. HEINLE. American Journal of 
the Medical Sciences [Amer. J. med. Sci.) 220, 272-275, 
Sept., 1950. 1 fig., 16 refs. 


The authors review briefly the records of accepted 
instances of sickle-cell anaemia in white individuals, and 
report the occurrence of the condition in a 19-year-old 
Sicilian girl. Study of 9 available relatives revealed the 
presence of the sickling trait in 5. The authors think 
that transmission of the condition cannot be explained 
on the basis of simple Mendelian dominance. 

A. Brown 


1145. The Effect of Racial Mixtures upon Erythrocytic 
Sickling 

J. H. HopGes. Blood [Blood] 5, 804-810, Sept., 1950, 
3 figs., 16 refs. 


Investigation of 221 individuals selected at random 
from hospital wards and out-patient departments re- 
vealed that the incidence of sickling increases with the 
dilution of the ** pure ”’ negro by small amounts of white 
and American Indian blood. The increase was most 
marked in the individuals who were 6/8 or 5/8 negro. 
There is no evidence of increasing (or decreasing) inci- 
dence with further dilution by white or Indian blood. 

A. Brown 


HAEMOLYTIC ANAEMIA 


1146. A Case of Haemolytic Disease of the Newborn 
due to ABO-Incompatibility Successfully Treated by the 
Transfusion of Blood Artificially Compounded of Group-O 
Erythrocytes and Group-AB Plasma. (Premier cas de 
maladie hémolytique du nouveau-né due a l’incompatibi- 
lite ABO seule traitée avec succés par transfusion de 
sang artificiellement composé d’hématies O et de plasma 
AB) 

R. SEIGNEURIN, J. ROGET, J. GROULADE, and F. VIALLAT. 
Presse Médicale [Pr. méd.] 58, 939-940, Sept. 2, 1950. 
14 refs. 


The authors describe a case of neonatal jaundice, with- 
out hepatic or splenic enlargement, developing 6 to 10 
hours after birth in a second child. The father’s blood 
was group-B Rh-positive, the mother’s group-O Rh- 
positive, and the infant’s group-B Rh-positive. The 
mother’s serum contained no antibodies against 12 
samples of O erythrocytes of both Rh-positive and 
Rh-negative types. The material «-agglutinin was 
active to a titre of | in 128 at 4 C. and to 1 in 16 at 
37, C. The f-agglutinin was active to a titre of | in 
2,048 at both 4 and 37°C. The milk also contained 
8-agglutinins to a titre of 1 in 2,048. The infant’s blood 
24 hours after birth was typical of erythroblastosis foetalis, 
with 3,360,000 erythrocytes per c.mm. 

The infant was artificially fed and was given 100 ml. of 


blood through the fontanelle 38 hours after birth, again 


18 hours later, and finally on the 12th day. The blood 
given was artificially compounded of equal quantities 
of group-O cells and group-AB plasma. Recovery 
was complete and the infant was discharged on the 20th 
day. G. Jacob 


1147. Hereditary Spherocytic Anemia in the Negro 
C. E. BUTTERWORTH, R. R. KRAcCKE, and W. H. RISER. 
Blood [Blood] 5, 793-797, Sept., 1950. 1 fig., 12 refs. 


The case is described of a negress who was observed 
to be anaemic during her first pregnancy at the age of 15. 
Examination revealed the presence of severe anaemia 
associated with a reticulocytosis of 20-8°, and an icterus 
index of 6:7 units. Erythrocyte fragility was greater 
than in a control specimen (lysis began at 0°50°, NaCl 
and was complete in 0-36°, NaCl). The bone mar- 
row showed marked erythroid hyperplasia, and the 
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erythrocytes in the marrow preparation were “ character- 
istically microcytic and hypochromic, many having an 
oval shape’. Attempts to demonstrate sickling were 
unsuccessful. On this basis a diagnosis of hereditary 
spherocytic anaemia was made and splenectomy was 
performed. The spleen was enlarged (280 g.). The 
patient made an uneventful recovery. 

Study of other members of the family revealed asympto- 
matic microspherocytosis in 6. A. Brown 


1148. Familial Nonspherocytic Hemolytic Anemia 
E. KAPLAN and W. W. Zuetzer. Blood [Blood] 5, 
811-821, Sept., 1950. 6 figs., 17 refs. 


_ A detailed account is given of investigations of a 
congenital, familial, chronic haemolytic anaemia which 
was observed in 3 members of a French-Canadian 
family. 

Clinically the condition was characterized by jaundice, 
hepato-splenomegaly, bone changes, and a tendency to 
the development of mongoloid facies. The anaemia was 
normochromic and normocytic or macrocytic. The 
only morphological abnormality was a moderate degree 
of ovalocytosis. The only intracorpuscular abnormality 
detected on examination of the erythrocytes was a 
decreased survival time on transfusion into a normal 
recipient. Spherocytosis, elliptocytosis, and sickling 
were absent and no acid haemolysis could be detected. 
The erythrocytes had normal mechanical and osmotic 
fragility. A. Brown 


1149. Paroxysmal Nocturnal Hemoglobinuria. The 
Mechanism of Hemolysis and its Relation to the Co- 
agulation Mechanism 

W. H. Crosspy and W. DaAmesHeK. Blood [Blood] 5, 
822-842, Sept., 1950. 2 figs.. 30 refs. 


The investigations reported in this paper were begun 
when it was observed that human serum caused haemolysis 


of the erythrocytes of patients with paroxysmal nocturnal 


haemoglobinuria (PNH), the haemolytic power increasing 
in degree during the course of several hours after the blood 
had been withdrawn and had coagulated. 

+ The nature of the haemolytic reaction in PNH was 
first studied, and profound dissimilarities between the 
complement-antibody system and the haemolytic system 
as it occurs in PNH were demonstrated. From the 
experiments it was apparent that in certain conditions 
complement is not essential for the PNH mechanism. 
Further, when the concentration of erythrocytes in 
suspension is increased in a complement—antibody 
haemolytic system the degree of lysis diminishes as one 
would expect with a stoichiometric reaction. On the 
contrary, in the PNH haemolytic system the amount of 
haemoglobin released is directly proportional to the 
concentration of cells present. The haemolytic factor 
evidently behaves like a catalyst or enzyme. This 
enzyme apparently bears some relation to the coagula- 
tion mechanism, since the activity of serum increases 
during the few hours after coagulation has occurred. 
Inert serum could be reactivated by the addition of 
thrombin or of Ac-globulin material. This suggested 
that either of these factors, both of which are enzymes, 


might be the heat-labile factor essential to the PNH 
haemolytic system. 

The second part of the report is concerned with in- 
vestigations of the effects of the various clotting factors 
on the PNH haemolytic mechanism. From the results 
it is concluded that serum accelerator-globulin may be 
the heat-labile factor present in normal blood which is 
capable of producing haemolysis in PNH. The other 
clotting factors are involved in the haemolytic process only 
because they activate this factor. The identity of the 
active principle and serum Ac-globulin is not yet proven. 
The evidence is very much in its favour, but the material 
used was a mixture of globulins containing 40% of the 
serum Ac-globulin. The substrate in the erythrocyte 
upon which the factor acts has not been identified. The 
reaction against erythrocytes in PNH is most effective 
at about pH 6-5. The haemolytic factor is not activated 
by acidity. 

The third part of the paper deals with further observa- 
tions on the possible identity of the serum Ac-globulin 
and the haemolytic principle in PNH. When dicoumarol 
was administered to a patient with PNH it inhibited the 
haemolytic process. This is in keeping with the previous 
finding that dicoumarol is capable of inhibiting the 
formation or activation of the coagulation accelerator. 
Unfortunately, however, therapeutic use of the drug was 
disappointing. The action of dicoumarol was insufficient 
to prevent a haemolytic crisis associated witha respiratory 
infection and also with a transfusion reaction. Finally, 
when dicoumarol was discontinued, haemolysis became 
intense. This was believed to be due to destruction of 
fragile cells which had been spared during dicoumarol 
therapy. A. Brown 


1150. Paroxysmal Nocturnal Hemoglobinuria. A Speci- 
fic Test for the Disease Based on the Ability of Thrombin 
to Activate the Hemolytic Factor 

W. H. Crossy. Blood [Blood] 5, 843-846, Sept., 1950. 
12 refs. 


The test for paroxysmal nocturnal haemoglobinuria 
(PNH) described here has been developed from observa- 
tions previously reported in detail (see Abstract 1149). 
It depends on the activation by thrombin of an inert 
plasma factor which, when active, becomes specifically 
haemolytic against erythrocytes in PNH. The test is 
simple and rapidly performed; it has been carried out 
over a hundred times in patients with PNH. In these it 
was invariably positive. Erythrocytes from normal 
subjects and from a variety of patients with haemolytic 
anaemia of types other than PNH always gave negative 
results. [Readers are referred to the original paper for 
details of the test.] A. Brown 


1151. Follow-up of Rhesus-negative Primigravidae. 
Development of Rhesus Immunization 

W. WEINER and J. L. HALLUM. British Medical Journal 
[Brit. med. J.] 2, 868-869, Oct. 14, 1950. 2 refs. 


The authors followed up 62 consecutive cases of 
Rh-negativity in primiparae who had borne Rh-positive 
children. The mothers’ sera were tested at intervals after 
delivery against samples of group-O cells of which 10 were 
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Rh-positive and 2 Rh-negative. Tests in saline and 
albumin, and indirect Coombs tests, were performed. In 
2 cases anti-D antibodies in low titre were found 
9 months and 2 years respectively after delivery. In 
both cases the reaction was stronger in albumin than in 
saline. In neither case was there any known antigenic 
stimulus other than the single pregnancy. 

The authors discuss the significance of this late anti- 
body development, and suggest that it might be advisable 
to look for anomalous antibodies in all primiparae 
contemplating a second pregnancy. G. Jacob 


LEUKAEMIA 


1152. Radioactive Phosphorus. I. In the Treatment of 
Lymphatic Leukemia 

H. D. DiamMonp, L. F. CRAveR, H. Q. WoopWwarpb, and 
G. H. Parks. Cancer [Cancer] 3, 779-788, Sept., 1950. 
7 figs., 10 refs. 


This is the first of a series of reports from the Memorial 
Hospital, New York, based on experience extending over 
a period of 9 years, on the use of radioactive phosphorus 
(32P) in the treatment of leukaemias and allied disorders. 
The 32P used was usually in the form of disodium hydro- 
gen phosphate solution, or of phosphoric acid, with an 
activity of 1 to 3 me. per ml. 

The present report deals with lymphatic leukaemia, of 
which 71 cases were treated and studied, 53 being classed 
as chronic, and 18 as acute. Only 10 of the chronic 
cases were treated solely with 32P, the remainder also 
receiving x-ray therapy or chemotherapy. Of the acute 
cases 9 were treated only with 32P, the remaining 9 
patients receiving x-irradiation in addition. In the 
chronic cases 32P was given orally in a therapeutic dose 
of 0-1 mc. per kg. body weight divided into daily doses 
of 1-0 mc. The doses used in the acute cases were much 
smaller. Results showed 32P to have no_ beneficial 
effects in the acute cases, but the authors believe that 
“comfortable and useful life has been prolonged” in 
the chronic cases by treatment with 32P. [On the 
evidence here adduced in its favour, this conclusion is of 
doubtful validity. ] R. Winston Evans 


1153. The Blood Volume in Chronic Leucemia as Deter- 
mined by P32 Labelled Red Blood Cells 

N. I. Berun, J. H. Lawrence, and J. GARTLAND. 
Journal of Laboratory and Clinical Medicine {J. Lab. clin. 
Med.) 36, 435-439, Sept., 1950. 1 fig., 9 refs. 


The blood volume was determined with the aid of 
erythrocytes labelled with radioactive phosphorus (32P) 
in 12 normal subjects, 24 patients with chronic lymphatic 
leukaemia, and 17 patients with chronic myelogenous 
leukaemia. The figures for plasma volume and total 
erythrocyte volume were compared with those for 
erythrocyte count, haemoglobin concentration, and 
haematocrit reading. 

In 23 of the patients with lymphatic leukaemia the total 
erythrocyte volume ran parallel to the erythrocyte count 
and haemoglobin value. One patient had a lowered 
erythrocyte count and haemoglobin value but a normal 


total erythrocyte volume. The plasma volume was low 
in 3 cases and high in 2. Of the 13 patients who had a 
palpable spleen and chronic myelogenous leukaemia 11 
had a high plasma volume and normal total erythrocyte 
volume, so that misleadingly low results for erythrocyte 
count and haemoglobin value were obtained. 

The authors argue that the variation in total erythrocyte 
volume for a given haematocrit value is so large that 
the latter is of little or no value for the prediction of the 
former either in normal subjects or in patients with 
chronic leukaemia. A knowledge of the blood volume 
is of considerable value in the treatment of these patients. 

Harold Caplan 


1154. The Relationship of Polycythemia Vera to -Leu- 
kemia; a Critical Review. [In English] 

S. O. ScHWARTZ and L. EHRLICH. Acta Haematologica 
[Acta haemat., Basel| 4, 129-147, Sept., 1950. Biblio- 
graphy. 

The whole literature relating to the co-incidence of 
polycythaemia vera and leukaemia is critically reviewed, 
but only 30 cases out of the 83 reported in the literature 
are accepted by the authors as adequately proved. In 
25 of these 30 cases irradiation treatment had been given 
for polycythaemia before leukaemia became manifest, 
in 3 others such treatment may have been given, and in 
another the leukaemia developed at the time of starting 
radiotherapy. In only one case of polycythaemia did 
leukaemia undoubtedly develop without any previous 
irradiation. 

The type of leukaemia which develops in cases of 
polycythaemia after x-ray therapy may be either of the 
acute or of the chronic granulocytic type, whereas 
all those cases recently reported of leukaemia following 
treatment of polycythaemia with radioactive phosphorus 
were of the acute granulocytic type. The authors regard 
the evidence of a causative relationship between irradia- 
tion and the development of leukaemia as proven. 

A. Pinev 


1155. Microscopic and Histochemical Studies on the 
Auer Bodies in Leukemic Cells 

G. A. ACKERMAN. Blood [Blood] 5, 847-863, Sept., 
1950. 19 figs., 36 refs. 


Auer bodies were found in the abnormal leucocytes 
in 16 cases of acute monocytic leukaemia and 4 cases of 
acute myelogenous leukaemia out of a total of 185 
cases of acute leukaemia occurring in the haematological 
clinic at Ohio State University during a period of 34 years. 
Histochemical studies were made on blood specimens 
from 7 of the cases of monocytic and 3 of the cases of 
myelogenous leukaemia, the method including the ex- 
amination of supravital preparations by both direct and 
phase contrast microscopy. The staining properties of 
the Auer bodies are described. It is suggested that they 
are formed by the fusion of newly formed “ normal” 
cytoplasmic granules which takes place in young cells 
in which the granules are of a relatively acid pH. 

P. C. Reynell 


See also Section Radiology, Abstract 991. 


ae 


Respiratory Disorders 


1156. Pneumoperitoneum in the Treatment of Pulmonary 
Emphysema 

M. G. CARTER, E. A. GAENSLER, and A. KYLLONEN. 
New England Journal of Medicine [New Engl. J. Med.] 
243, 549-558, Oct. 12, 1950. 8 figs., 15 refs. 


The authors investigated the effect of artificial pneu- 
moperitoneum on 22 patients suffering from severe 
chronic bronchitis and emphysema, whom they describe 
as pulmonary derelicts’’. In 3 patients the emphysema 
was secondary to pulmonary tuberculosis, and 3 had 
undergone thoracic operations and now had severe 
associated pulmonary emphysema. 

The most striking effect of this treatment was a marked 
improvement in the strength. of the cough, and more 
efficient raising of bronchial secretion. The relief of 
dyspnoea in the 3 cases of pulmonary tuberculosis led 
the authors to try this treatment in other patients 
suffering from severe chronic bronchitis and emphysema. 
Of the latter, 10 out of 16 were greatly improved in every 
way; all the patients stated that their cough was rendered 
more effective. 

Fluoroscopy showed that in the emphysematous 
patients the diaphragm was so flattened as to be incapable 
of further contraction. After the induction of pneumo- 
peritoneum, the normal diaphragmatic arch became 
restored and downward contraction again became 
possible. Studies of lung function revealed that the 
complementary air was the only component of the vital 
capacity which was altered by pneumoperitoneum treat- 
ment, the mean values being 1,388 c.cm. before and 
1,729 c.cm. after treatment. The maximum breathing 
capacity was also increased from average values of 
29 litres per minute before treatment to 37 litres per 
minute after treatment. The actual vital capacity 
determinations revealed only small and _ insignificant 
changes as a result of treatment. Maxwell Telling 
1157. Studies of Respiratory Air Flow. Ll. Observa- 
tions on Patients with Pulmonary Disease 
D. F. Proctor, J. B. Harpy, and R. MCLEAN. Bulletin 
of the Johns Hopkins Hospital (Bull. Johns Hopk. Hosp.} 
87, 255-289, Oct., 1950. 21 figs., 20 refs. 


This article describes some of the abnormalities in 
lung elasticity shown by the pneumotachometer in 
patients with pulmonary disease. Such persons show 
three variations from the normal pattern of breathing 
during maximum effort: (1) Although nearly all patients 
are able to reach their peak velocity as rapidly, or almost 
as rapidly, as normal subjects, these peaks are commonly 
much lower than in the normal. For example, one 
patient with extensive bronchiectasis in a maximum 
effort cycle required 1-0 second to inspire 841 ¢c.cm., while 
a normal subject inspired the same volume in 0-2 second. 
The main difference between these two individuals lay 
in the different ability to produce high flow velocities. 


(2) The maximum-effort pneumotachogram of some 
patients shows prolonged inspiratory effort with low flow 
velocity. A patient with a marked degree of emphysema 
inspired 387 c.cm. in 0-6 second, but 1-65 second was 
required for expiration. Normally, almost exactly the 
same time is required for expiration as for inspiration. 
(3) In patients who are dyspnoeic at rest, maximum effort 
produces little change in the respiratory pattern. 

The authors conclude that “‘ reduction in a patient’s 
ventilatory reserve may be said to be due to: (A) Increase 
of the work of breathing at relatively high flow velocities 
owing to: the resistance due to the turbulence in pul- © 
monary air flow, increased ‘tissue viscance’ in the 
lungs, [‘ tissue viscance’ is defined as ‘the viscous 
resistance to deformation of all or any of the structures 
contained within the chest (excluding air) ’] and loss of 
lung elasticity. Increase in the resistance to air flow 
offered by the respiratory tract does not appear to be a 
major factor. (B) The necessity to increase resting 
ventilation to maintain resting respiratory function.” 

Kenneth Marsh 


1158. Pulmonary Paraffinoma (Lipoid Pneumonia). A 
Critical Study 
R. BerG and T. H. Burrorp. Journal of Thoracic 
Surgery [J. thorac. Surg.| 20, 418-428, Sept., 1950. 
9 figs., 14 refs. 


1159. The Prognosis of Pneumonia in Infancy and: Child- 
hood 

A. Hoizet and B. WoLMAN. Archives of Disease in 
Childhood [Arch. Dis. Childh.] 25, 282-285, Sept., 1950. 
16 refs. 


A study of the records of all the cases of pneumonia 
admitted to two Manchester children’s hospitals between 
1946 and 1948 formed the basis of this paper. A total 
of 149 cases is included, all confirmed by radiography’ 
or by necropsy: just over half of them were in infants 
under 6 months old. It is concluded that the standard 
variations in chemotherapeutic treatment make no 
significant difference to the outcome in any age’group. 
By far the most significant prognostic factor is the age 
of the patient. The disease is most deadly in the first 
6 months of life, and it is at this age that therapeutic 
effort must be concentrated if the total mortality of this 
disease is to be reduced. An important factor in prog- 
nosis is the delay in the institution of chemotherapy 
owing to the absence of early specific symptoms at this 
age; 15 of the 20 infants in the group who died did so 
within 24 hours of a delayed admission to hospital. The 
authors make a plea for the early administration of 
chemotherapeutic drugs, even in the absence of a final 
diagnosis. They also note the possible significance of 
breast feeding as a prophylactic factor, and the small 
prognostic value of the leucocyte count. 

T. A. A. Hunter 
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STOMACH AND INTESTINES 


1160. Aetiological Varieties of ‘‘Glove-finger’’ Deformity 
of the Pyloric Antrum. (Variétés étiologiques des antres 
en doigt de gant) 

G. and F. MAGNIER. Semaine des Hoépitaux de 
Paris [Sem. Hop. Paris] 26, 3606-3611, Sept. 14, 1950. 
6 figs., 2 refs. 


The authors re-state their ideas on what English and 
American authors are beginning to term “ benign disease 
of the pyloric antrum”’. The two radiological appear- 
ances which suggest benign disease are the “ pylorus in 
parentheses’ and the “ glove-finger deformity in 
which the narrowing of the pylorus is mainly at the 
expense of the greater curve. The pylorus in parentheses 
is familiar to British radiologists through Twining’s 
work. It suggests muscular hypertrophy rather than 
fibrosis, though in most cases there is a mixture of the 
two. The glove-finger deformity is mainly fibrotic in 
origin. It is usually due to the same mixture of fibrosis 
and contracture of the muscularis mucosae which leads 
to the ordinary hour-glass narrowing of the body of the 
stomach. As far back as 1903, French authors were 
emphasizing “ linitis plastica *’ of the pylorus due to a 
benign ulcer, which tends to persist after the ulcer has 
healed. Ina few cases the ulcer is at the pyloric sphincter, 
in most cases it is at the angulus. In a third group 
histological examination reveals no evidence of a past 
or present ulcer. The authors believe that this group 
should be subdivided into two. Usually the antral 
mucosa is atrophic and there is progressive idiopathic 
benign linitis plastica, which can be cured only by gastrec- 
tomy. Occasionally the mucosa is not atrophic and some 
other lesion is found on careful sectioning. In one case, 
which they describe, serial sections of the fibrosed antrum 
contained accessory pancreatic tissue remnants. 

[The abstracter believes that too much pessimism about 
the prognosis in these cases, combined with the fear that 
a neoplasm is being missed, leads to unnecessary opera- 
tions. Most male patients rapidly lose their symptoms 
if they abstain completely from tobacco. Anatomical 
recovery as judged by radiology is slower and may take 
as long as 5 years.] Denys Jennings 


1161. The Effect of Anion Exchange Resin on the Healing 
Time of Duodenal Ulcer Craters 

A. A. Hatt and C. J. HornisHer. Gastroenterology 
[Gastroenterology] 16, 181-187, Sept., 1950. 13 refs. 


The therapeutic effect of an anion exchange resin in 
33 patients with duodenal ulceration was compared with 
that of aluminium hydroxide in 17 similar cases. Both 
groups were given a modified Sippy diet and anti- 
spasmodics. Amberlite IR-100” (‘* Resinat’’) was 
given in 0-25-g. capsules 2-hourly by day. This resin is 


Disorders 


an acid-absorbing substance widely used in the U.S.A, 
for the commercial preparation of ion-free water. The 
standard of comparison was the period between the dis- 
covery of the ulcer and its disappearance, as judged by 
radioscopy. The effect on symptoms was not studied, 
and indeed symptoms were absent in 12 patients. The 
average duration of symptoms before treatment was 50 
months in the group treated with resin, and 28 in the 
group treated with aluminium hydroxide. The average 
healing time in the former group was 19 days (range 9 to 
54 days) and in the latter group 33-7 days (range 13 to 
119 days). This difference is attributed to the use of the 
anion exchange resin. 

[Although these results appear to favour the resin, this 
is in part due to the inclusion of 3 extreme cases. Thus 
on excluding 2 patients from the former group whose 
symptoms had lasted 28 and 30 years respectively, the 
average duration of symptoms falls from 50 months to 
31 months. Similarly, on omitting one case in which 
the ulcer persisted for 119 days, the average healing time 
of the controls falls from 33-7 to 28 days.] 

R. B. Terry 


1162. Nocturnal Gastric Secretion in Normal and 
Duodenal Ulcer Patients on Various Forms of Therapy 
H. C. BreunAus, O. H. Akre, and J.B. Everty. Gastro- 
enterology (Gastroenterology| 16, 172-180, Sept., 1950. 
3 figs., 11 refs. 


The effect of various forms of treatment upon the 
nocturnal activity of the stomach was investigated in 3 
normal subjects and 6 patients with duodenal ulceration. 
Continuous gastric aspiration was performed between 
9.30 p.m. and 5.30 a.m. for 28 consecutive nights. 
During every fourth night the pH was recorded at 5-minute 
intervals by means of a small glass electrode which the 
subject swallowed. All subjects received a liberal ulcer 
diet throughout. Each remedy was administered in 
turn for a period of 4 days after an initial control period 
of 4 days without therapy. 

No definite pattern of results was observed in any one 
subject and a trend was found only after averaging the 
results for each series of tests. During the initial control 
period the average total nocturnal secretion was 175 ml. 
in the normal subjects and 320 ml. in the patients; in 
both groups the hourly flow was greatest before midnight. 
In the group with duodenal ulcer, administration of 
aluminium hydroxide by day was followed by a lowered 
nocturnal flow (254 ml.), of calcium carbonate by an 
increase in secretion (425 ml.), and of a powder of 
tribasic calcium and magnesium phosphates by an . 
intermediate flow (390 ml.). In the controls, administra- 
tion of calcium carbonate produced no alteration in 
flow, of aluminium hydroxide a slight increase (225 ml.), 
and of tribasic powder rather more (250 mi.). 
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Administration of diphenhydramine benadryl ’’), 
tripelennamine (“ pyribenzamine ’’), and enterogastrone 
had no appreciable effect on volume or reaction in either 
oup. 

e The average pH of aspirated material in cases of ulcer 
was 3°46 during the control period, 2-29 after giving the 
tribasic powder, 2°47 after calcium carbonate, and 
3-06 after aluminium hydroxide. The pH in the control 
subjects was unaltered. B. Terry 


1163. A Polyamine Formaldehyde Resin. IV. Clinical 
Evaluation in the Treatment of Duodenal Ulcer 

H. L. SeGAL, H. A. FriepMAN, E. E. EL.is, and J. S. 
Watson. American Journal of Digestive Diseases (Amer. 
J. digest. Dis.] 17, 293-296, Sept., 1950. 3 figs., 17 refs. 


The literature on treatment of peptic ulcer with anion 
exchange resins is reviewed. “‘ Amberlite XE43”’, 
described as a 200-mesh resin, was used in this trial. 
The amount necessary to raise the pH of the stomach 
regularly to over 3-5, at which point pepsin is inactivated, 
was found to be 2 g. 

The resin was given every 2 hours with or without milk 
for 1 or 2 months, and milk was then given alone every 
2 hours for about a month. The patient was then told 
to take one glass of milk between meals indefinitely. 
He was considered to have had a clinical remission if 
pain disappeared within 2 weeks and if there was no 
recurrence after cessation of the resin therapy. 

Out of 26 patients whose ulcers had previously healed 
on a regimen of milk and antacids, 17 had a clinical 
remission, 2 had temporary relief, and 4 had no relief. 
Of 5 previously intractable cases 2 had temporary and 
2 had no relief. No relief was obtained in 4 cases of 
partial obstruction. Since the resin is not absorbed, and 
since it causes no side-effects such as diarrhoea or 
constipation, this drug might be an effective agent when 
an antacid is necessary in the treatment of duodenal ulcer. 

R. Hodgkinson 


1164. The Treatment of Intractable Peptic Ulcer 

W. L. PAcmer, J. B. KirsNer, and I. Levin. Annals of 
Internal Medicine {Ann. intern. Med.] 33, 590-601, 
Sept., 1950. 6 figs., 10 refs. 

This paper deals with general principles. The authors 
emphasize the distinction which must be drawn between 
intractable ulcers (that is, ulcers difficult to treat) and 
intractable patients. Thus the treatment of peptic ulcer 
still remains an individual problem. The authors 
uphold the old dictum of ** no acid, no ulcer ”’ and main- 
tain that true intractability of peptic ulcer must still be 
related to inability to control the hypersecretion of acid 
gastric juice. J. W. McNee 


1165. An Interpretation of Histamine and Insulin Tests 
in Patients with Peptic Ulceration 

J.N. Hunt. Lancet [Lancet] 2, 397-400, Sept. 23, 1950. 
1 fig., 7 refs. 

An analysis was made of the secretory response of 
the stomach to histamine and insulin in 18 normal 
persons and 30 patients with peptic ulcer, on the basis of: 
(1) division of the secretions into hypothetical acid and 
alkaline components and pepsin, and (2) the hypothesis 
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that the response to histamine indicates the reactivity of 
the peripheral gastric secretory mechanism, while that 
to insulin is a measure of the reactivity of the central 
mechanism of stimulation. Patients with duodenal 
ulcer showed a supernormal response in respect of acid 
and alkaline components and pepsin which was apparently 
due to increased sensitivity of the peripheral secretory 
mechanism, as assessed by the histamine test. Patients 
with gastric ulcer showed a supernormal secretion of 
alkaline component, but not of acid, this being apparently 
due to increased reactivity of both central and peripheral 
mechanisms. R. A. Gregory 


1166. Medical and Modern Surgical Treatment of 
Chronic Ulcerative Colitis. [In English] 

O. Kapet. Acta Medica Scandinavica [Acta med. scand.} 
138, 328-340, 1950. 1 fig., 40 refs. 


A series of 143 cases of chronic ulcerative colitis is 
reviewed. The treatment in nearly all cases was purely 
medical, but as the cases were treated in 5 hospitals, a 
great variety of measures is included. Thus in addition 
to rest in bed, astringents, sulphonamides, various anti- 
biotics including streptomycin, “ salazopyrin”, and 
methylthiouracil were all used in different cases. The 
results obtained with all forms of medical treatment are 
very similar to those of 25 years ago. There were a few 
cases (6%) of “‘ cure”’ (5 years or more without symp- 
toms); a number of cases were improved, the patient 
becoming well enough to work (35% of all cases); 56°% 
of all patients remained too ill for any work or died. 
Even the “ working’ group is as large as it is only 
because of the amazing adaptability of many patients to 
their condition. There is no evidence that any form of 
medical treatment really effects a cure, or any guarantee 
that it will even cause remission of symptoms. The 
figures are used to stress the value of modern surgical 
intervention; it is claimed that, after subtotal or total 
colectomy, most of these patients could live a normal 
life. E. H. Johnson 


See also Sections Pharmacology and Therapeutics, 
Abstracts 938-9; Radiology, Abstracts 1005 (a) and (6), 
and 1006-7. 
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1167. The Five Stages in Normal Duodenal Intubation 
and their Changes in Affections of the Gall-bladder and 
Biliary Passages. (Les cing temps du tubage duodénal 
normal, et leurs modifications dans les cholécysto- 
cholangiopathies) 

J. VARELA LopeZ, B. VARELA FUENTES, and G. MARTINEZ 
Prapo. Archives des Maladies de l’Appareil Digestif 
[Arch. Mal. Appar. dig.] 39, 797-810, July-Aug., 1950. 
1 fig., 19 refs. 


In the past, 3 stages have been recognized in collection 
of bile through a duodenal tube: (A) in which bile comes 
from the common duct, (B) in which it comes from the 
gall-bladder, and (C) in which it comes from the liver. 
The present authors, from Montevideo, suggest the 
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creation of two further stages by subdividing stage A 
into three. When a duodenal tube passes through the 
pylorus into the second part of the duodenum, mech- 
anical stimulation leads to relaxation of the sphincter of 
Oddi and there is a persistent flow of A bile (stage A 1). 
When oil is introduced through the tube the sphincter 
of Oddi closes for 3 to 6 minutes (stage A 2). During 
this period the gall-bladder begins to contract. In stage 
A 3 the sphincter re-opens and a few ml. of A bile can be 
collected before B bile appears. Usually some 40 ml. 
of B bile can be collected, and stage B lasts for some 
20 minutes. Following this there is the stage of hepatic 
bile drainage. If magnesium sulphate is introduced 
through the tube during stage C the sphincter of Oddi 
again closes, but this time when it re-opens there is no 
more gall-bladder bile and only C bile flows. Any 
departure from this rather rigid scheme of times and 
quantities is looked upon as evidence of hypertonus or 
hypotonus of either the sphincter of Oddi or the gall- 
bladder. 

[The unpleasantness of most investigations of the 
gastro-intestinal tract produces disorders of motility. 
Hence there is an inevitable overlap between the behaviour 
of healthy controls and that of persons with persistent 
disorders of motility. No scheme such as the present 
one can be acceptable without statistical study of the 
behaviour of controls and patients.] 

Denys Jennings 


1168. The Differentiation between Extrahepatic and 
Intrahepatic Obstruction of the Portal Circulation. A 
Clinical Study of the ‘‘ Banti Syndrome ” 

O. D. Ratnorr, C. L. CoNLey, and M. BERTHRONG. 
Bulletin of the Johns Hopkins Hospital [Bull. Johns Hopk. 
Hosp.| 87, 305-327, Oct., 1950. 2 figs., 17 refs. 


The findings in a series of patients with portal hyper- 
tension, and the possibility of differentiating between 
intrahepatic and extrahepatic causes of the condition, 
are discussed. 

The authors reviewed the case histories of 300 patients 
with portal hypertension admitted to Johns Hopkins 
Hospital, Baltimore, between 1937 and 1950. The 
majority of this group had obvious signs of hepatic 
cirrhosis before portal hypertension appeared. All of 
these were excluded, and 48 case histories were re- 
examined carefully. More cases were excluded on various 
adequate grounds, and the remaining 23 patients form 
the basis of the communication. 

Of the 23 patients 15 were finally proved by direct 
histological examination (operation, necropsy) to have 
hepatic cirrhosis. In the other 8 cases there was no evi- 
dence of cirrhosis, and the portal hypertension appeared 
to be of extrahepatic origin. In only 2 of the latter 
cases were necropsy findings available to demonstrate 
the true cause of the extrahepatic lesion; in one case 
there was old thrombosis and canalization of the splenic 
and portal veins, in the other there was a tight stricture 
of the portal vein near the liver. 

The authors contrast the symptoms and signs in the 
two groups of portal hypertension, and give a table which 
clearly shows the differences. These differences are, 
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however, slight and do not aid greatly the immediate 
diagnosis of the type of portal hypertension in individual 
cases. The authors rightly point out, as others have done, 
that the term “ Banti’s syndrome” has had its day and 
may well be discarded in favour of the plain description 
of “* portal hypertension ”’. 


J. W. McNee 


1169. The Biological, Pharmacological, and Thera- 
peutic Action of a Liver Extract Injectable Intravenously 
for the Treatment of Cirrhosis and Chronic Hepatitis, 
(Studio sull’azione biologica, farmacologica e terapeutica 
di un estratto epatico iniettabile in vena, per il tratta- 
mento della cirrosi epatica e delle epatiti croniche 
cirrogene e sclerogene) 

A. BOSELLI. Gazzetta Medica Italiana [Gazz. med. ital.] 
109, 219-235, Oct., 1950. 6 figs., 28 refs. 


The use of liver extracts in the treatment of liver 
disease is at present empirical, but the encouraging results 
obtained by many workers justify further research to 
establish, if possible, whether a protective substance occurs 
in such liver extracts and, if so, what type of liver disease 
it will benefit. Experiments carried out by the author 
show that not only does a liver extract potent against 
pernicious anaemia also protect rats from poisoning with 
carbon tetrachloride, but that provided treatment is 
intensified before and after exposure, the average fat 
content of the liver of protected animals is half that of 
controls. A fraction (‘‘ hepatoven’’) exhibiting pro- 
tective properties has been separated from the original 
extract and given intravenously to patients with liver 
disease. This procedure appears to be entirely safe, 
though occasionally intolerance may necessitate stopping 
treatment. Certain well-marked effects were observed: 
(1) an increase in gastric secretion similar to that obtained 
with histamine; (2) a small increase in biliary secretion; 
(3) a mild hypoglycaemia; and (4) a diuresis, especially 
marked in patients with ascites. 

On the basis of careful clinical appraisal and the results 
of a battery of liver function tests (electrophoretic analysis 
of serum proteins being used latterly in addition), 65 
patients were placed in four groups. As expected, the 
majority of patients with cirrhosis (28) did not benefit 
greatly from treatment with hepatoven, though in many 
there was great subjective improvement, especially in 
appetite, and those with ascites required paracentesis less 
often. Similarly, 11 patients with acute hepatitis failed 
to respond. Seven patients still showing deranged liver 
function some months after an acute hepatitis—the so- 
called post-hepatic syndrome—improved, sometimes 
remarkably, but in none did the results of liver function 
tests return to normal during the period of observation. 
The final group of 19 patients were those with early 
cirrhosis which was thought to be still reversible or in 
whom it was associated with biliary disease. The final 
elevation of the serum y-globulin level in established 
cirrhosis is preceded by a rise in y-euglobulin level, and 
these patients were considered to be in this pre-cirrhotic 
state. There was great improvement in all these cases, 
but again the findings in liver function tests failed to 
become completely normal. Because of the sense of 
wellbeing promoted by hepatoven administration 
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patients tend to abandon treatment at this stage when in 
fact further courses over a long period might well ensure 
maximum recovery. A. Paton 


1170. Effect of Cytochrome C and Sodium Succinate in 
Cases of Chronic Hepatic Disease 

S. ZELMAN. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.| 17, 300-305, Sept., 1950. 2 figs., 
15 refs. 


Six cases of chronic hepatic disease were treated with 
1-2 to 3-7 g. of cytochrome C administered in solution 
intramuscularly in doses of 50 mg. twice daily, together 
with 3-0 g. of sodium succinate daily orally. Four of 
the cases were of Laénnec’s cirrhosis, one case was of 
intrahepatic cholangiolitic cirrhosis, and one of chronic 
infective hepatitis. Impairment of liver function ranged 
from slight to severe. As a preliminary, a high-protein, 
high-carbohydrate, low-fat diet was supplemented with 
protein beverages, and protein hydrolysate was given 
intravenously. All patients also received supplements of 
vitamins, brewers’ yeast 15 g. daily, and methionine 3 g. 
daily, and patients whose liver showed fatty infiltration 
on biopsy examination received choline 3 g. daily. At 
approximately monthly intervals liver biopsy examina- 
tions and liver function tests were carried out. Each 
patient was treated for a number of months until maximal 
improvement and stabilization had occurred clinically, 
histologically, and functionally, and cytochrome C and 
sodium succinate were then added. 

In 3 cases there was improvement in symptoms, with 
shrinkage of liver and spleen, after cytochrome C and 
sodium succinate therapy. Liver function tests revealed 
no evidence of a trend towards improvement or further 
impairment in any case. Liver biopsy examination in 
all cases showed increase in hepatic cell regeneration, 
maximal regression being evident in the third month, but 
continuing throughout the period of observation. 

There was no reason to suppose that any deficiency in 
respiratory enzymes existed in any of these cases. The 
effects observed may perhaps be attributed to increased 
tissue utilization of the enzymes. The fact that con- 
centrations of cytochrome C in rapidly growing embryonic 
and malignant tissues are low compared with that in 
mature normal tissue suggests a possible relation of this 
enzyme to growth processes. The reduction in the size 
of the liver and spleen is attributed to a reduction in 
blood storage. The manner in which cytochrome C 
and sodium succinate influence this storage system remains 
unexplained. In view of the lack of improvement in 
liver function, the use of these drugs can hardly be 
recommended on the basis of this limited trial. 

R. Hodgkinson 


1171. Regime for Treatment of Severe and Acute Liver 
Disease 

A. L. LatNeR. British Medical Journal [Brit. med. J.] 
2, 748-751, Sept. 30, 1950. 9 refs. 

The author realized, as have many others, that the life 
of patients with severe necrosis of the liver (acute yellow 
atrophy) depends entirely on the survival of sufficient 
liver cells to multiply and restore hepatic function. He 
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therefore determined to try to keep damaged, but not yet 
dead, hepatic cells alive by applying known facts about 
the biochemical functions of the liver. 

In an earlier series of cases he had used intravenous 
injections of cystine, glucose, and plasma, but all 6 
patients died. He then adopted a regimen based on 
results of recent experimental work on small animals. 
In the belief that damaged liver cells need cystine, but 
cannot use it from external sources, he added tocopherol. 
With the knowledge that certain vitamins are essential 
for hepatic function he added vitamin B; since protein 
metabolism is obviously grossly disturbed, he added 
plasma protein. He also added dextrose but, for fear 
of causing a fall in potassium level in the blood, he used 
this with discretion. Finally, because all comatose 
patients are liable to hypostatic pneumonia, he added _ 
penicillin. 

Thus, with a polypharmacy which is justifiable 
because of the complex metabolic activities of the liver, 
he built up his “* intravenous hepatic regime’. He used 
this regime in 5 cases of severe hepatic disease, which are 
fully described clinically. The result was astonishing in 
this small group, for 4 patients recovered. 

[This is an important and interesting paper. The 
author is rightly cautious and makes no great claims. He 
leaves the results to speak for themselves, and his regime 
to be tested by others.] J. W. McNee 


1172. Synergistic Therapy of Liver Diseases with Lipo- 
tropic Factors. (Sinergismo terapeutico dei fattori 
lipotropi nella terapia delle epatopatie) c 

M. SALViNI, R. BONINO, F. S. FERUGLIO, and V. BALLI. 
Minerva Medica [Minerva med., Torino] 2, 407-421, 
Sept. 8, 1950. 17 figs., bibliography. 


Extensive radiological, biochemical, and haemato- 
logical investigations were carried out in 20 cases of 
liver disease, serial liver biopsies being also performed 
in 10 of them. The patients were treated with daily 
injections of 4 to 8 ml. of a special extract of liver re- 
inforced with methionine, 0-9 g., and choline, 0-9 g., 
plus a high-protein diet and vitamin supplements. 

In 6 cases of long-standing cirrhosis with ascites given 
8 ml. of the extract daily for 5 months there was sub- 
jective improvement, increased appetite, diminished 
ascites, increased diuresis, lessened icterus, lessened 
haemorrhagic tendency, and an improvement in the 
serum albumin-globulin ratio. In biopsy specimens 
there was some evidence of patchy regeneration of liver 
parenchyma. In 4 cases of cirrhosis without ascites 
(confirmed by liver biopsy) treatment for 2 months restored 
the blood protein picture to normal and brought about a 
hyperplasia of the liver parenchyma and other improve- 
ments in the biopsy picture. In 7 cases of delayed 
resolution of acute hepatitis improvement with this 
treatment was rapid and complete. In 2 cases of acute 
hepatitis the dose of reinforced liver extract given was 
4 ml. a day for 2 weeks and 2 ml. a day for a month. 
Resolution was complete. In one case of infective 


cholangitis treatment was given with antibiotics and 
injections of the mixture for 30 days with success. 
James D. P. Graham 
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Endocrine Disorders 


1173. The Significance of Lymphadenoid Changes in the 
Thyroid Gland 

R. Greene. Journal of Endocrinology [J. Endocrinol.) 
7, 1-6, Nov., 1950. 8 figs., 11 refs. 


In a series of 161 patients with thyrotoxicosis who were 
subjected to subtotal thyroidectomy at the New End 
Hospital, London, and followed up for a period of 1 to 
3 years, the thyroid gland in 2 cases showed the typical 
histological changes of Hashimoto’s disease, and in a 
further 42 cases lymphadenoid nodules were present. 
All the patients in the latter group were women, and loss 
of weight was not a prominent sign pre-operatively. 
Twenty of these patients developed frank post-operative 
hypothyroidism and a further 7 became slightly hypo- 
thyroid. Among the 117 patients whose gland con- 
tained no lymphadenoid nodules there was no case of 
post-operative hypothyroidism. 

The author stresses the difference between “ true 
lymphadenoid nodules ”’, which contain germinal centres, 
and the diffuse lymphatic infiltration found in a very high 
proportion of excised thyroid glands. It is suggested 
that the lymphadenoid nodules present in these thyroids 
represent an early stage of Hashimoto’s disease, and that 
the patients concerned would eventually have shown a 
remission of thyrotoxicosis without operative interven- 
tion. G. Ansell 


1174. A Note onthe Use of Pituitary Adrencorticotrophic 
Hormone (ACTH) and Estradiol Benzoate (Progynon B) 
in the Treatment of Gingivitis associated with Endocrine 
Imbalance 

S. Dreizen, R. E. Stone, and T. D. Spies. Surgery, 
Gynecology and Obstetrics (Surg. Gynec. Obstet.] 90, 
580-582, May, 1950. 6 figs., 6 refs. 


In 1932 Prinz described a type of gingivitis thought to 
be of endocrine origin since it was encountered most 
frequently in menopausal women and in women with 
menstrual irregularities. Later authors showed that this 
gingivitis could be relieved by the administration of 
oestradiol, which stimulated epithelization and connective- 
tissue formation. 

The efficacy of endocrine treatment of 2 patients with 
chronic gingivitis of the desquamative type was studied 
at the Hillman Hospital, Birmingham, Alabama. One 
of the patients had passed the menopause and the other 
had a long history of hormonal imbalance. In each, the 
gingivitis was of several years’ duration and its initial 
appearance had coincided with gynaecological dis- 
turbances. Each had received various forms of treatment. 
Both were given oestradiol benzoate. One of the patients 
also received a series of adrenocorticotrophin (ACTH) 
injections. 

“ The intramuscular administration of 10,000 rat units 
of estradiol benzoate per day for a period of 11 days was 
followed by a remission of the symptoms of chronic 


diffuse desquamative gingivitis in a 54-year-old climacteric 
patient with evidence of ovarian hypofunction. 

“The intramuscular administration of ACTH, in 
divided doses totalling 40 to 100 milligrams per day 
given every 6 hours for a period of 12 days, resulted ina 
temporary remission of many of the symptoms of chronic 
diffuse desquamative gingivitis in a 30-year-old woman 
with a long history of menstrual disorders. Some of the 
gingival symptoms reappeared within 3 weeks after 
injections of ACTH were discontinued. The subsequent 
intramuscular administration of 10,000 rat units of 
estradiol benzoate per day for a period of twelve days 
also produced a remission of the symptoms in the gingivae 
of this patient. 

“The findings indicate that maintenance dose of an 
effective hormone is required until the endocrine balance 
can be re-established. The results support the hypo- 
thesis that chronic diffuse desquamative gingivitis may be 
a manifestation of endocrine imbalance in climacteric 
patients and in women with menstrual disorders.” 

Lilian Raftery 


1175. Effect of ACTH on Induced Fever 

E. H. Kass and M. FINLAND. New England Journal of 
Medicine [New Engl. J. Med.| 243, 693-695, Nov. 2. 
1950. 3 figs., 6 refs. 


The duration and intensity of fever induced by intra- 
venous injection of killed typhoid bacilli were studied 
in 2 cases of chronic rheumatoid arthritis at the City 


Hospital, Boston. Pretreatment with a few doses of 
adrenocorticotrophin (ACTH) (12:5 to 50-0 mg.) 
resulted in a diminished response as measured in ** fever 
units’, one fever unit being defined as a rise of 1° F. 
(0:56 C.) over 100° F. (37-8’C.) maintained for one 
hour. A similar effect was observed in rabbits in the 
response to injections of typhoid bacilli or influenza 
virus. 

The authors conclude from their experiments that in 
some patients the administration of ACTH will result in 
reduction in fever, but no alteration in the fundamental 
pathological process of the illness which is being treated. 
[The original article should be consulted for the clinical 
details.] N. R. W. Tavlor 


1176. Action of Cortisone on Cardiovascular—Renal 
Effects of Desoxycorticosterone Acetate 

S. M. FRIEDMAN, C. L. FRIEDMAN, and M. NAKASHIMA. 
American Journal of Physiology |Amer. J. Physiol.| 163, 
319-325, Nov., 1950. 1 fig., 12 refs. 


The effect of cortisone acetate, alone and in com- 
bination with deoxycortone (DCA), was investigated on 
the cardiovascular-renal system and plasma electrolyte 


‘balance of Sherman albino rats weighing 60 to 70 g. 


Eight animals were used in each of the control and test 
groups. Cortisone acetate was given in daily injections 
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of 2-0 mg. per animal. DCA was given as subcutaneous 
implants weighing about 19 mg. Two implants were 
inserted on the Ist day, and one on the 4th, 8th, and 12th 
days of the experiment. The experiment was continued 
for 20 days; blood for electrolyte analysis was taken by 
intracardiac puncture without anaesthesia and then the 
animals were killed. Blood pressure was estimated by a 
modified tail-plethysmographic method. 

In all animals receiving cortisone growth was completely 
suppressed, an effect which was not antagonized by DCA. 
The blood pressure on the last 7 days of the experiment 
was raised in the animals receiving DCA, while cortisone 
appeared to inhibit the rise. The authors did not con- 
sider cortisone to be completely antagonistic to DCA as 


regards effects of the latter on the cardiovascular—renal © 


system, because it failed to prevent the increase in weight 
of heart and kidneys produced by DCA although the 
blood pressure failed to rise when both substances were 
given simultaneously. Moreover, the renal glomerular 
damage caused by cortisone was additive to that caused 
by DCA when both were given together. Cortisone 
caused an elevation of plasma potassium and chloride 
levels, effects antagonistic to those of DCA but over- 
shadowed by the latter when both were given together. 
Cortisone tends to cause a decrease in the number of 
eosinophils in the anterior pituitary; this suggests a 
suppression of growth hormone. 

Routine histological sections were taken of kidney, 
heart, adrenal, spleen, pancreas, intestine, testis, and 
pituitary; the findings are reported. 

N. R. W. Taylor 


1177. Abnormalities in the Secretion of the Adrenal 
Cortex during Early Life 

W. C. Deamer and H. K. Sitver. Journal of Pediatrics 
[J. Pediat.] 37, 490-516, Oct., 1950. 10 figs., 16 refs. 


Seven cases of disordered adrenal cortical secretion in 
infancy are reported in support of the authors’ con- 
tention that congenital cortical disorders may give rise to 
Addison's disease, precocious maturity with masculiniza- 
tion, or acombination of both. [Reference to the original 
paper is advised for the clinical, pathological, and 
therapeutic details.] In 6 of the cases the disorder was 
considered to be congenital and was diagnosed at ages 
ranging from 3 weeks to 11 months. Disturbance of 
salt and water metabolism occurred in 5 cases, the out- 
standing clinical features being vomiting, dehydration, 
and poor weight gain, which suggested pyloric stenosis 
[though the suggestion that * the abdominal scar of the 
infant who continues to vomit after pyloroplasty may be 
a ‘badge of adrenal insufficiency ’’’ seems rather far- 
fetched]. Pigmentation, hypotension, reduced body 
temperature, and diminished muscular activity were of 
little help in diagnosis. In 3 cases tnere was also exces- 


sive androgen secretion, resulting in pseudohermaphrodit- 
ism in the 2 females and sexual precocity in the male. 
The eosinophilia which was found in some of the cases 
is discussed with reference to the work of Forsham, 
Thorn, et al. (J. clin. Endocrinol., 1948, 8, 15) on the 
assessment of adrenal cortical function by means of 
David Morris 


eosinophil counts. 
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1178. Hypoadrenalism: Steroidal Mediation of Sodium 
Action on Blood Pressure; Modification of Antiarthritic 
Response to Cortisone 

G. A. Perera and C. RAGAN. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.| 75, 99-103, Oct., 1950. 1 fig., 15 refs. 


This paper by workers from the Presbyterian Hospital, 
New York, describes studies undertaken on a patient 
who had had hypertension, mild diabetes mellitus, and 
rheumatoid arthritis, and who had more recently developed 
Addison’s disease. Throughout the studies sufficient 
salt was given to maintain normal sodium values in the 
serum. 

A dose of 25 mg. cortisone daily was sufficient to 
improve the arthritis without causing hypertension. 
With a constant sodium chloride intake, increase of the 
dose of cortisone or addition of deoxycortone acetate 
(DCA) caused haemodilution and hypertension, which 
subsided on withdrawal of the hormones. During the 
intervals between hormone therapy a rise in sodium 
chloride intake was accompanied by haemodilution, but 
not by hypertension. When, however, the patient was 
given | mg. DCA daily, increase in the salt intake was 
accompanied by both haemodilution and hypertension. 
It is suggested that the action of sodium chloride on blood 
pressure is mediated by the adrenals. G. Ansell 


See also Section Pathology, Abstract 1025. 


1179. Hyperparathyroidism without 
Incidence in Brazil. (Hiperparatireoidismo sem doencga 
ossea. Sua incidéncia em nosso meio) 

P. F. bE ALBUQUERQUE, A. TOCANTINS, M. X. DA SILVEIRA. 
O Hospital |Hospital, Rio de J.| 38, 699-735, Nov., 1950. 
6 figs., 35 refs. 


In this long article the authors, besides dealing with 
individual cases, discuss the current views on metabolism: 
of calcium and phosphorus, the anatomy, histology. 
physiology, and pathology of the parathyroids, clinical 
hyperparathyroidism, and the various methods for esti- 
mating the significant biochemical changes in_ this 
disease. 

After determining the normal biochemical ranges of 
phosphorus and calcium in Brazilians, the authors 
studied 50 unselected, but definitely confirmed, cases of 
renal calculus; none of these patients had clinical or 
radiological evidence of hyperparathyroidism. The pro- 
portion of men to women was 2:1. Serum calcium, 
phosphorus, and protein levels and urinary loss of 
calcium were determined on all the patients while they 
were having both normal and low-calcium diets. In 6 
cases the abnormal values found in hyperparathyroidism 
were present, and in 2 the result was doubtful. In 3 
cases the diagnosis of hyperparathyroidism was confirmed 
at operation: 2 patients refused operation. 

The authors stress the importance of searching for 
signs of hyperparathyroidism in all cases of renal calculus ; 
the treatment is essentially surgical. They believe that 
there is no correlation between the size of the parathyroid 
lesion and the severity of the disease; they mention the 
value of biopsy study of the 12th rib in cases of operation 


Bone Disease. 
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for renal calculi. They stress the occasional need for 
several operations in the same case. Several other points 
in the surgery of the condition are stressed. The authors 
do not believe in giving preventive treatment for post- 
operative tetany, but mention the need for prompt treat- 
ment once the condition arises; they had successful 
results with dihydrotachysterol. Severe tetany is not 
seen in the post-operative phase of “renal” hyper- 
parathyroidism. In this group of 50 cases of renal 
calculus, 12% were associated with hyperparathyroidism; 
this figure is similar to that found in the world literature. 
Paul B. Woolley 


1180. Chronic Idiopathic Tetany (with Psoriasis) 
(Hypoparathyroid Cretinism). (Chronische idiopathische 
Tetanie (mit Psoriasis) (hypoparathyreoider Kretinismus)) 
O. GseLLt. Deutsche Medizinische Wochenschrift [| Dtsch. 
med. Wschr.| 75, 1117-1121, Sept. 1, 1950. 8 figs., 
36 refs. 


A good clinical description is given of a case of idio- 
pathic hypoparathyroidism in a man aged 47 who had 
been under observation for 32 years. Before the patient 
was adequately treated he had been having attacks of 
tetany as frequently as 50 times a day. He was short of 
stature, walked slowly with a marked stoop, showed a 
tendency to grin inanely, was mentally dull, and his 
speech was quiet and characterless. He showed evidence 
of paralysis agitans sine agitatione, which was probably 
the result of the widespread. calcification of his basal 
ganglia which was to be seen in a plain radiograph of his 
skull. His teeth were poor, nails broken and brittle, 
his hair came out easily, and he had bilateral cataracts. 
His blood calcium level was at times as low as 4:4 mg. 
per 100 mi. He was much improved by treatment with 
dihydrotachysterol, and this also appeared to benefit the 
psoriasis which was an incidental complaint. 

G. S. Crockett 


1181. The Laurence-Moon-Biedl Syndrome. A Con- 
fused Symptom-complex 

W. S. Keer, J. T. WortHAM, J. ZANARTU, and E. C. 
HAMBLEN. American Journal of Obstetrics and Gyneco- 
logy [Amer. J. Obstet. Gynec.| 60, 721-730, Oct., 1950. 
5 figs., 22 refs. 


The Laurence—Moon-Bied! syndrome has become a 
confused symptom-complex because there has been 
extreme diagnostic laxity, manifested not only by the 
failure to include the extraendocrine characteristics 
described by Laurence and Moon and by Biedl for their 
patients, but also manifested by a common presumption 
of the existence of hypogonadism rather than actual proof 
of its presence. A critical review of the gonadal status 
of females presumed to have the Laurence-Moon-Biedl 
syndrome, which included patients reported in the 
literature, indicates that females with the characteristics 
of the syndrome, as originally described, are very rare. 
In none of these has the hypogonadism been qualified 
as that of congenital aplasia or hypoplasia of the ovaries 
with hypergonadotropuria or as that due to deficient 
pituitary stimulation, as manifested by hypogonadotro- 
puria. As a digression, data on males with presumed 
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Laurence—Moon-Biedl syndrome were discussed and the 
same conclusions were drawn regarding hypogonadism 
as those drawn for the female. We believe that, in the 
future, the Laurence-Moon-Biedl syndrome should be 
diagnosed only when the classical pentad of character- 
istics, originally described, are present. The hypo- 
gonadism of these patients should be real and not pre- 
sumptive or prognosticated. Furthermore, we urge that 
the hypogonadism by qualified studies of urinary 
gonadotropins, urinary  17-ketosteroids, testicular 
biopsies, and by other appropriate methods. If this is 
done, we suggest that the syndrome may be incorporated 
on the findings of these studies into subgroups of con- 
genital aplasia and hypoplasia of the ovaries or congenital 
aplasia, hypoplasia, or degeneration of the testes.—~* 
[Authors’ summary.] 


1182. Creatine and Guanidoacetic Acid Metabolism in 
Pituitary Disease 

J. N. Cumincs. Journal of Clinical Pathology [J. clin. 
Path.) 5, 345-355, Nov., 1950. 4 figs., 18 refs. 


In certain pituitary disorders the blood creatine level 
is raised above normal and creatine is excreted in the 
urine. The author, working at the National Hospital, 
Queen Square, London, has studied the metabolism of 
creatine and its precursor, guanidoacetic acid in 39 
subjects, consisting of 10 normal controls, 11 patients 
with acromegaly, 9 with chromophobe adenomata or 
suprapituitary cysts, 6 with miscellaneous pituitary 
disorders, and 3 with thyrotoxicosis. All subjects were 
on a meat- and fish-free diet, and 24-hour urine specimens 
were collected over a 5- or 6-day period. The creatine 
and creatinine content of the urine was estimated by the 
method of Folin and Wu and that of the blood by the 
method of Peters, modified as described in an earlier 
paper (Cumings, Brain, 1944, 67, 265). The method 
described by Hoberman (J. biol. Chem., 1947, 167, 721) 
was used for determination of urinary guanidoacetic 
acid. 

In patients with chromophobe or suprapituitary 
tumours the blood and urine levels of creatine and 
creatinine were normal, but they excreted considerably 
increased amounts of guanidoacetic acid. Acromegaly 
was associated with creatinaemia and creatinuria; in 
most cases there was also an increased output of guanido- 
acetic acid. The other cases of pituitary disorder 
exhibited a similar disturbance of creatine metabolism. 
In thyrotoxicosis, on the other hand, creatinuria occurred 
without an increase in guanidoacetic acid output. 
These findings make it possible to distinguish biochemi- 
cally between four groups of subjects: (a) normal, 
(b) thyrotoxic,(c) patients with a chromophobe adenoma, 
and (d) patients with acromegaly or some other pituitary 
disorders. 

Creatinuria and an increase in urinary guanidoacetic 
acid occurs in normal men treated with testosterone, and 
it has been suggested that this hormone influences the 
synthesis of guanidoacetic acid. A similar mechanism 
may be involved in pituitary disorders, the chromophobe 
and acidophil cells producing increased amounts of some 
stimulating agent. Nancy Gough 
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1183. Skin Complications of Cortisone and ACTH 
Therapy 

H. T. BEHRMAN and J. J. GoopMAN. Journal of the 
American Medical Association [J. Amer. med. Ass.] 144, 
218-221, Sept. 16, 1950. 7 figs., 7 refs. 


The case histories of 4 patients of the Mount Sinai 
Hospital, New York, are recorded in order to illustrate 
cutaneous complications seen there in patients under 
treatment with adrenocorticotrophin (ACTH) and 
cortisone. Three of the cases were of acute disseminated 
lupus erythematosus and had been treated with ACTH 
in doses of 90 to 100 mg. over periods of 26 to 42 days. 
The other patient, who had a type of recurrent erythema 
multiforme, had received 1-5 g. of ACTH in 13 days. 
The skin manifestations seen were hyperpigmentation, 
acneiform eruptions, hirsutism, rounding of the face 
(moon face), striae atrophicae, delayed wound healing, 
and flattening of keloid scars. Cutaneous manifestations 
previously reported in the literature are briefly reviewed. 

N. R. W. Taylor 


1184. A Note on the Treatment of Diaper Rash with 
Alkyl-dimethyl-benzyl-ammonium Chlorides (‘* Roccal ’’) 
W. PrerFeR and C. A. SmitH. Journal of Pediatrics [J. 
Pediat.| 37, 351-356, Sept., 1950. 2 refs. 

A solution of alkyl - dimethyl - benzyl - ammonium 
chlorides (“* roccal’’) has been effective in curing am- 
moniacal diaper dermatitis in 62 out of 64 cases, when 
used in a 1 in 5,000 dilution to impregnate the diaper 
after washing. Reasons are presented for the belief 
that under usual circumstances roccal would be equally 
effective for prophylaxis of this condition. Roccal is 
nontoxic, nonirritating to the skin in recommended 
dilutions, is readily available, and is of relatively low cost. 
—[Authors’ summary.] 


1185. Dermatitis due to the Procaine Fraction of Pro- 
caine Penicillin 

O. B. HitsCHMANN, M. Letwer, and R. L. BAER. Journal 
of Investigative Dermatology [J. invest. Derm.] 15, 165— 
166, Sept., 1950. 5 refs. 


Four cases are described in which contact dermatitis 
due to procaine was associated with hypersensitivity to 
procaine penicillin. Some persons who are sensitized to 
procaine penicillin are sensitized to the penicillin fraction 
alone, others to the procaine alone, and still others to 
both components or to the compound as such. 

James Marshall 


1186. Eezema of the Hands from Wooden-handled 
Objects 
J.B. Howeit and D.S. BLair. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph., Chicago] 62, 400- 
404, Sept., 1950. 1 fig., 13 refs. 

Eczema of the hands of 3 patients caused by contact 
with the cocobolo-wood handles of knives is described. 
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Patch tests with wood shavings, or an ether extract of the 
wood diluted with corn oil, gave positive results. Coco- 
bolo wood (genus Dalbergia) comes from Central 
America and is used for knife handles, brush backs, and 
musical instruments. S. T. Anning 


1187. Allergic Eczematous Contact-type Dermatitis 
caused by Rubber Sponges used for the Application of 
Cosmetics 

D. Furman, A. A. FisHeR, and M. Leiber. Journal of 
Investigative Dermatology [J. invest. Derm.] 15, 223-231, 
Sept., 1950. 6 figs., 2 refs. 


A series of 26 proved cases of contact dermatitis due 
to the use of rubber sponges as applicators of cosmetics 
were seen within a short space of time. The eruption 
was commonly peri-orbital and peri-oral. It is suggested 
that this may be a common cause of dermatitis of the 
face and neck, and one often overlooked. 

James Marshall 


1188. Studies in Eczematous Sensitizations. III. The 
Development in Species Other than Man or the Guinea 
Pig 

A. ROSTENBERG and J. B. HAEBERLIN. Journal of In- 
vestigative Dermatology [J. invest. Derm,] 15, 233-247, 
Sept., 1950. 27 refs. 


Attempts were made to establish eczematous sensitiza- 
tion to 2 : 4-dinitrochlorobenzene and to p-nitrosodi- 
methylaniline in dogs, ferrets, hamsters, and rabbits. 
Ferrets became sensitized; dogs and rabbits developed 
doubtful reactions. It is concluded that, for any animal 
species, among the factors which determine eczematous 
sensitization to a given simple chemical is the ability of - 
the chemical to unite with certain proteins of the species 
in question. James Marshall 


1189. Spontaneous Cure of Microsporum Infections. 
(Les microspories spontanément curables) 

E. Rivatier. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 10, 518-523, Sept.- 
Oct., 1950. 1 fig. 


1190. Passive Transfer of Cold Urticaria 
W. B. SHERMAN and P. M. SeesouM. Journal of Allergy 
(J. Allergy] 21, 414-424, Sept., 1950. 1 fig., 18 refs. 


In a patient allergic to pollen and horse dander, 
allergy developed at the age of 42 to cold. An urticarial 
wheal appeared after a 10-second contact with ice. The 
patient’s serum did not contain cold agglutinins, cold 
haemolysins, or cryoglobulins. If it was injected into 
normal skin, this area also showed whealing after contact 
with ice, but this passive sensitization was exhausted by 
the occurrence of one such reaction. Chilling normal 
skin and subsequent injection of the patient's serum 
produced no reaction. Four different fractions were 
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separated from the serum by electrophoresis: albumin, 
albumin and «-globulin, 8-and y-globulin, and y- -globulin. 
None of these fractions alone gave a reaction on passive 
transfer, but a mixture of them did. The intensity of the 
skin reaction to ice decreased during the 7 months after 
its discovery, but the reaction remained very marked. 
H. Herxheimer 


1191. Comparison of Muscle Biopsies and Bone Marrow 
Examinations in Dermatomyositis and Lupus Erythe- 
matosus 

J.F. MADDEN. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 62, 192-205, Aug., 1950. 
7 figs., 20 refs. . 


This work was undertaken in an attempt to facilitate 
the differentiation between dermatomyositis and acute 
disseminated lupus erythematosus, which is sometimes 
difficult in the early stages of these diseases. Muscle 
biopsies were performed in 8 cases of dermatomyositis, 
11 cases of acute disseminated lupus erythematosus, 6 
cases of subacute lupus erythematosus, and 1 case of 
chronic discoid lupus erythematosus. 


Some degree of nodular myositis was found in all 


cases of dermatomyositis, but this change was also found 
in those cases of disseminated lupus erythematosus in 
which joint or muscle pains occurred. It is concluded 
that although muscle biopsy may help in the diagnosis 
of dermatomyositis, it does not provide a means of 
differentiation when this is difficult clinically. On the 
other hand, the finding of the L.E. cell in bone-marrow 
preparations is diagnostic of acute disseminated lupus 
erythematosus, although it is not present in every case 
and is more easily found in the acute and early stages of 
the disease than later on. It was not found in any case 
of dermatomyositis or of subacute or chronic discoid 
lupus erythematosus. H. R. Vickers 


1192. Intensive Panthenol Therapy of Lupus Erythe- 
matosus 

L. GOLDMAN. Journal of Investigative Dermatology 
[J. invest. Derm.] 15, 291-293, Oct., 1950. 2 refs. 


This is a preliminary report on the use of large doses 
of “ panthenol”’ (the alcohol of pantothenic acid) in 
lupus erythematosus [from which it is difficult to extract 
any significant information]. It would appear that of 
10 cases of subacute lupus erythematosus, all but one 
improved. Of 27 cases of chronic lupus erythematosus, 
4 were cured and 17 improved, but no details are given. 

John T. Ingram 


1193. Nicotinamide in the Treatment of Lupus Erythe- 
matosus. (W sprawie leczenia liszaja rumieniowatego 
amidem kwasu nikotynowego) 

S. JABLONSKA. Przeglad Dermatologiczny (Przegl. Derm.] 
36, 321-330, Sept. —Dec., 1949. 2 figs., 18 refs. 


A series of 14 cases of lupus erythematosus were treated 
with nicotinamide administered either orally in daily 
doses of 0-3 to 0-5 g. for 3 to 4 months or intravenously 
in doses of 50 to 80 mg. for 3 to 4 weeks. 

In one case the condition was aggravated and toxic 
phenomena appeared. In 3 cases of the superficial form 


of the disease an improvement was noticed, and in 2 cases 
with widespread, atypical lesions a complete cure was 
obtained. The treated cases showed a diminished 
sensitivity to ultraviolet light. The patient's sensitivity 
to ultraviolet light was not related to the degree of 
porphyrinuria, and the degree of porphyrinuria was no 
guide to the amount of nicotinamide in the patient's 
body. 

The results achieved with nicotinamide were best in 
superficial and disseminated forms of lupus erythematosus, 
In some cases, in which photosensitive substances were 
involved, nicotinic acid was a more satisfactory drug. 

J. W. Czekalowski. 


1194. Blood Factor in Acute Disseminated Lupus 
Erythematosus. II. Introduction of Specific Antibodies 
against L.E. Factor 

J. R. HAserick and L. A. Lewis. 
722, Aug., 1950. 5 refs. 


1195. Priority of Description of Chronic Benign Familial 
Hereditary Pemphigus. (La priorité du pemphigus 
chronique familial héréditaire bénin) 

H. GouGerot. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 10, 361-363, July- 
Aug., 1950. 


1196. Mechanism of Bulla Formation in Epidermolysis 
Bullosa. (Recherches sur le mécanisme de formation des 
bulles dans l’épidermolyse bulleuse simple) 

A. Leoni. Annales de Dermatologie et de Syphiligraphie 
[Ann. Derm. Svph., Paris] 10, 501-517, Sept.—Oct., 1950. 
7 figs., 42 refs. 


A description is given of 2 cases of epidermolysis 
bullosa occurring in a brother and sister whose mother 
and other members of her family were also affected. No 
porphyrins were found in the urine. Details are provided 
of experiments demonstrating that trauma alone will not 
produce bullae in this condition, but that an inflam- 
matory state (erythema) must first be present. The 
author believes that the primary defect, existing from 
birth, is a diminished cohesion between epidermis and 
dermis; and in biopsies from each of the cases described 
he was able to demonstrate a deficient development of 
elastic tissue in the superficial dermis. An abnormal 
state of the cutaneous capillaries in these cases, due to 4a 
toxicosis of hepatic origin, is also postulated. 

James Marshall 


1197. Treatment of Senile Keratoses with Podophyllin 
A. F. HALL. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 62, 362-369, Sept., 1950. 
6 figs., 8 refs. 


The treatment of senile keratoses with podophyllin 
is described. After light curettage to remove the stratum 
corneum the podophyllin solution (25° podophyllin 
and 20% 9 Salicylic acid in equal parts of acetone and 95% 
alcohol) : is applied on a cottonwool-tipped applicator 
pressed on the area for 15 to 30 seconds. The patient Is 
instructed not to wash the treated area for 12 hours. A 
crust forms, which is peeled off after 2 weeks leaving 4 
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smooth surface with no evidence of scarring. Sebor- 
rhoeic warts may be treated in the same way. 
[The late results of treatment are not considered here.] 
S. T. Anning 


1198. Kerato-acanthoma. (Le kératoacanthome) 

A. Rook and [. Wuimster. Archives Belges de Dermato- 
logie et de Syphiligraphie [Arch. belges Derm. Syph.] 6, 
137-146, Sept.; 1950. 7 figs. 


1199. Protein Studies in Scleroderma 

Co Tul, N. H. Kuo, and S. Smmuancco. Journal of 
Investigative Dermatology [J. invest. Derm.] 15, 181-203, 
Sept., 1950. 7 figs., 35 refs. 


Protein metabolism was studied in 4 cases of sclero- 
derma. No evidence was found of protein depletion as 
seen in starvation. Ona regimen of high-protein intake, 
however, there was a very high level of nitrogen deposi- 
tion with huge gains in weight: this appears to indicate 
a systemic nitrogen “‘hunger™. At the same time 
indurated areas softened, superficial ulcers healed, growth 
of hair increased, joints became more flexible, and the 
patients felt and worked better. James Marshall 


1200. Sponge Biopsy in the Diagnosis of Cancer of the 
Skin and Oral Mucosa 

S. A. Gtapstone. Archives of Dermatology and 
Syphilology |Arch. Derm. Syph., Chicago] 62, 380-390, 
Sept., 1950. 6 figs., 4 refs. 


The method of sponge biopsy depends on the adsorp- 
tion of tissue juice and tissue particles in the pores of a 
gelatin or cellulose sponge rubbed firmly over the base 
and edges of an ulcer suspected of being cancerous. 
The sponge containing the absorbed material is fixed in 
10% solution of formalin and then treated by the usual 
processes carried ou’ to obtain sections of a tissue block. 
Microscopical examination reveals the cellular elements 
which have been absorbed in the interstices of the sponge. 
Dry necrotic material or a crust, if present, must be 
removed before the sponge is rubbed over the surface 
of the ulcer. 

Photomicrographs of material obtained both by 
surgical and sponge biopsy from 6 patients are shown. 
In a series of 13 patients with cancer of the skin or oral 
mucosa (confirmed by surgical biopsy or excision) the 
sponge-biopsy method revealed cancer in 10, and the 
result was doubtful in 3. The author does not consider 
that sponge biopsy is an adequate substitute for surgical 
biopsy in all cases, but thinks that it may be useful in 
cases in which biopsy would not otherwise be carried 
out. S. T. Anning 


1201. Reticulohistiocytoma (‘*‘ Ganglioneuroma of 

the Skin 

F.G. Zax. British Journal of Dermatology and Syphilis 

ee J. Derm. Syph.} 62, 351-355, Sept., 1950. 8 figs., 
1 refs. 


Three cases are described of solitary lesions of the face. 
The histological picture was similar in all of them. 
There was a circumscribed nodule in the superficial part 
of the corium, which contained large multipolar cells 


with pale ground-glass cytoplasm. The cells often con- 
tained ‘basophilic areas, and sometimes phagocytosed 
inflammatory cells. The nucleus was large, vesicular, 
and often spherical, with one or more conspicuous 
nucleoli and a delicate chromatin network. Some of 
these cells were multinucleated. In addition there were 
lymphocytes, polymorphonuclears, eosinophils, and 
fibroblasts. In the nodule, elastic fibres and collagen 
bundles were absent. A delicate reticulum surrounded 
the large cells. A fourth patient had a lesion whose 
histological structure resembled that of the others, but 
which differed from them clinically. The man bumped 
his leg; the resulting swelling did not subside and, on 
incision, thick pus was found. The wound failed to heal 
and a biopsy study revealed the same histological picture. 
It is thought that this condition is the same as the 
ganglioneuroma of Montgomery and O'Leary. The 
name “ reticulohistiocytoma ”’ is suggested. Other con- 
ditions which may resemble this histologically are 
Letterer-Siwe disease and the chronic irritation after 
arthropod bites. E. Lipman Cohen 


1202. Dermatomyositis (Poikilodermatomyositis) Treated 
with ACTH and Aureomycin 

Vv. Scumipt and H. Stiirup. Acta Endocrinologica 
(Copenhagen) [Acta endocrinol., Kbh.] 5, 86-98, 1950. 
5 figs., 26 refs. 


A 19-year-old male with dermatomyositis was treated 
with 480 mg. of adrenocorticotrophin (ACTH) over a 
period of 28 days. The myositis improved but the 
poikiloderma was unaffected. A. C. Crooke 


1203. Primary Familial Xanthomatosis and Biliary 
Xanthomatosis (Biliary Cirrhosis with Xanthomatosis). 
Electrophoretic Studies 

W. F. Lever and J. G. MacLean. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 15, 173-180, 
Sept., 1950. 4 figs., 13 refs. 


1204. Anhidrosis. An Etiologic Interpretation 

W. B. SHELLEY, P. N. Horvat, and D. M. PILLsBurRy. 
Medicine [|Medicine, Baltimore] 29, 195-224, Sept., 1950. 
5 figs., bibliography. 


An extensive review is made of methods available for 
the study of anhidrosis and its significance, and an 
account is given of the physiology of sweating and of the 
aetiological factors concerned in the development of 
clinical anhidrosis. A valuable classification is given, 
dividing the various types of anhidrosis into those due to 
changes in the nervous system, those due to changes in 
the glands and ducts, and a third group where the site 
of the change is indeterminate. There are 170 references 
in the bibliography appended. 

[The authors indicate that this review was undertaken 
in order to integrate existing knowledge, and this object 
is achieved in a most valuable contribution to the 
literature, of interest alike to student, physiologist, and 
dermatologist.] John T. Ingram 


See also Section Radiology, Abstract 996. 
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1205. Evaluation of the Treatment of Early Syphilis with 
Arsphenamine and Heavy Metal 

R. C. THomson and D. C. SmitH. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 34, 410-419, Sept., 1950. 2 figs., 19 refs. 


After summarizing the results reported in the literature 
by various authors of the treatment of early syphilis 
with arsenicals and heavy metals, the authors of this 
article record their own results in 771 patients treated 
during the period 1921-33. Of the 771 patients 467 
(60-6) were followed up for less than 5 years, 98 (12-7) 
were followed up for 5 to 16 years, and 206 (26-7°%) were 
followed up for more than 16 years; the total number 
followed up for more than 5 years was thus 304 (39-4%) 
and these patients form the basis of the report. The 
diagnoses in these cases were: serum-negative primary 
syphilis, 32 (10-6°%%); serum-positive primary syphilis, 71 
(23-2%); and secondary syphilis, 201 (66-1%). -Treat- 
ment was 0-4 g. of arsphenamine weekly for 6 weeks, 
followed by 4 oz. (113 g.) of mercurial ointment by 
inunction and 3 g. of potassium iodide by mouth, daily 
for 8 weeks; then 3 weeks’ rest, after which the course 
was repeated until serum reactions became negative and 
remained so for a year and clinical signs disappeared. 
During the latter half of the period under review arsphena- 
mine, 0-4 g. weekly, and bismuth subsalicylate, 0-15 g. 
weekly, were given in alternating courses of 8 weeks, and 
mercury and iodides discarded. 

At the end of 2 years, of 64 patients who had received 
fewer than 6 injections each of arsenic and bismuth, 30 
were cured and 32 had latent and 2 clinical syphilis; of 
240 who had received more than 6 injections 168 were 
cured and 58 had latent and 14 clinical syphilis. Of the 
98 patients followed up for 5 to 16 years 27 received 
fewer than 6 and 71 more than 6 injections; of the former 
16 were cured and 10 had latent and 1 clinical syphilis, 
while for the latter the respective figures were: 56, 12, 
and 3. Of the 206 patients followed up for 16 to 29 
years 37 received fewer than 6 and 169 more than 6 
injections; the results in the former were; cured 24, 
latent 7, and clinical syphilis 6; and in the latter: cured 
153, latent 7, and clinical syphilis 9; there were 10 deaths 
in this group, one due to paresis. Of the 304 patients 
19 had active clinical syphilis (13 of the central nervous 
system, 1 of the skin, 4 of the aorta, and 1 of the eye) 
at the time of final observation—a total morbidity and 
mortality of 6-2%. Of the 90 patients who had had early 
latent syphilis, after 2 years’ observation 47 were clinically 
cured, and 43 of these had a reversal of the serum re- 
action at the time of final observation. 

Of the total of 771 patients treated, serious treatment 
reactions occurred in 38 (4-9%), including nitritoid 
reactions in 21 cases, exfoliative dermatitis in 9, and 
hepatitis in 6 (with 2 deaths). Of 16 patients with early 
relapsing syphilis 4 had mucocutaneous, and 12 early 
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central-nervous-system relapse; 3 of the former and 6 of 
the latter were cured with 10 to 36 injections of arsphen- 
amine and 18 to 41 of bismuth. A comparison between 
this series and the well-known untreated series of Bruus- 
gaard shows that treatment greatly reduces the incidence 
of lesions of the cardiovascular and central nervous 
systems, the figures being 1-3°% and 12-8% respectively for 
cardiovascular syphilis and 4-2°% and 9-5°% for syphilis 
of the central nervous system. The cure rate with treat- 
ment was 81-6%, and without treatment 27-99%. The 
above results suggest that it is worth while continuing 
therapy over long periods with modern agents in order 
to prevent relapses or progression of the disease. 
T. E. Osmond 


1206. Long-term Results in 1,340 Cases of at least 
Four Years’ Arsenic-Bismuth Treatment of Early 
Syphilis. (Bilans cliniques et biologiques établis chez 
1,340 syphilitiques (syphilis primosecondaire) ayant suivi 
un traitement régulier d’au minimum quatre ans (arseno- 
bismuthique et bismuthique)) 

R. Decos, L. Visstan, and H. Basset. Annales de 
Dermatologie et de Syphiligraphie [Ann. Derm. Syph., 
Paris] 10, 497-500, Sept.—Oct., 1950. 

A follow-up report is presented on 1,340 cases of early 
syphilis in which treatment was started between 1924 and 
1945. The average period of follow-up was 11 years. 
Treatment of the original attack was with two or three 
courses of neoarsphenamine and bismuth; consolidation 
was with bismuth alone in several courses at increasing 
intervals over a period of not less than 4 years. There 
were 9 failures, of which 4 were probably reinfections. 
In only one case among 128 examined was there any 
abnormality in the cerebrospinal fluid. These results 
are held to justify the prolonged treatment advised by 
most French syphilologists [who are dealing with patients 
who are much better disciplined than those seen by 
their American colleagues]. James Marshall 


1207. Late Congenital Syphilis. An Analysis of 115 
Cases 

S.M. Lairp. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.) 26, 143-145, Sept., 1950. 


The introduction of syphilis into the rural areas of East 
Anglia during and immediately after the first world war 
resulted in the gradual emergence of a considerable 
number of cases of late congenital syphilis. The author 
has records of 115 such cases of which 77 were in 
females. There were 22 patients aged 1 to 9 years, 
30 aged 10 to 19, 42 aged 20 to 29, and 20 aged 30 or 
more years at the time of diagnosis. Various processes 


were responsible for bringing these cases to light. 


Routine serological tests in hospitals, antenatal clinics, 
or blood-donor centres revealed 33 cases. Morbid 
conditions suggestive of syphilis brought to notice 58 
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cases. Interstitial keratitis, the most frequent lesion, was 
found in 52 cases, and choroiditis in 9, giving the heavy 
total of 61 instances of ocular damage. Dental stigmata 
of varying degree were frequently recorded. Character- 
istic defects in the permanent upper incisors were noted 
in 49 patients, and defects in the first molars in 20. 
Periostitis of the clavicle or tibia was frequent. Clutton’s 
painless synovitis occurred in 4 patients. Gummatous 
disease in the skin, palate, or larynx was found in 13 
patients. There were 6 examples of parenchymatous 
neurosyphilis, including 4 of tabes dorsalis. 

The author comments on the difficulties of diagnosis in 
many cases and upon the value of meticulous clinical 
examination and interrogation of patient, parent, and 
siblings. Treatment is not discussed. V. E. Lloyd 


1208. Our Experience of Congenital Syphilis. (Sobre 
sifilis congenita: neustra experiencia) 

D. PepRAZA and S. DE LOS TERREROS AMEZAGA. Acta 
Pedidtrica Espanola {Acta pedidtr. esp.| 84, 1191-1200, 
Oct., 1950. 


The authors survey the various clinical symptoms 
which were present in 286 cases of congenital syphilis in 
Madrid. Their investigations showed that this form of 
syphilis was associated with a relatively high mortality; 
it was one of the four most frequently recorded causes of 
death in their hospital. During the last few years the 
morbidity figure has considerably increased in Madrid. 
The authors advocate treatment with arsenicals and 
penicillin; mercury should be discarded because of the 
unsatisfactory results obtained. Franz Heimann 


1209. Dual Testing for the Serodiagnosis of Syphilis. An 
Abbreviated Complement-fixation Method 

D. B. COLQUHOUN. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 16, 139-142, Sept., 1950. 6 refs. 


It is generally agreed that two tests are better than one 
in the diagnosis of syphilis, and that preferably one 
should be a complement-fixation and the other a floccula- 
tion test; this is particularly important owing to the fact 
that “‘ prozone’’ reactions occasionally occur with the 
flocculation test, as a result of which a strongly positive 
serum may be reported as negative. In this paper from 
Glasgow is described a method whereby the Wassermann 
reaction (W.R.) and a flocculation reaction can be carried 
out on sera in 2 days with the minimum expenditure of 
time and trouble. 

Briefly, the procedure is as follows [for full details the 
article itself should be consulted]: on the day before the 
W.R. is to be performed all sera are subjected to the 
standard flocculation test; results are read the following 
day, and all positive and doubtful sera are subjected to 
the full procedure of the W.R., all others being subjected 
to an abbreviated procedure. For the former, 3 tubes 
are used, containing 2, 4, and 6 M.H.D. of complement 
respectively; for the latter, only the tube containing 
2 M.H.D.; serum control tubes with 2 M.H.D. of 
complement are, of course, used for both. To save time, 
complement is added to antigen for the test proper, and 
to saline for the controls, before being added to the diluted 
sera and it is claimed that in this way 50 tubes can be 

M—X 


dosed with the reagent mixture in 2 minutes. Details of 
the preparation and standardization of alcoholic antigen 
extract are given in an appendix; those of the arrange- 
ment for the W.R. in a table. For the distribution of 
W.R. sera a 0-2-ml. graduated pipette is used. 

[An even more rapid method of dual testing is to carry 
out the W.R. by the Harrison—Wyler technique using 
the “ dropping ** method, whereby 120 to 140 accurately 
measured amounts of each reagent can be delivered per 
minute into the appropriate tubes; Kahn standard tests 
are carried out on the same sera and 100 tests performed 
in 75 minutes. In this way the two tests can be carried 
out on 120 sera by a single worker well within the limits 
of a normal working day.] T. E. Osmond 


1210. The Value of Synthetic (Dimyristoyl) L-x-Lecithin 
as an Antigen Component with Cardiolipin in the Sero- 
diagnosis of Syphilis. Preliminary Report 

B.S. Kuine. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 34, 460-467, 
Sept., 1950. 1 fig., 9 refs. 


1211. Gonococci and the Menstrual Cycle 

T. PUTKONEN and K. EsBeLinGc. Journal of Venereal 
Disease Information [J. vener. Dis. Inform.| 31, 263-267, 
Oct., 1950. 11 refs. 


Of 807 cervical smears and cultures taken from 343 
women admitted to a venereal diseases hospital in 
Finland on account of gonorrhoeal cervicitis, gonococci 
were found in 394 (48-7%) of the smears and in 560 
(69-4°%) of the cultures. 

The results are analysed according to whether the 
specimens were taken during the menstrual, post- 
menstrual, ovulatory, or post-ovulatory phase, or at an 
uncertain phase of the menstrual cycle. When the 
phase was calculated forward from the preceding 
menstrual period, the percentage of positive cultures in 
the different phases varied only between 64:2 and 69-7%. 
Some divergence was found, however, in the incidence 
of positive smears. Thus 59-6% of 151 smears taken 
during the menstrual phase were positive, as against 
52-4% (75 out of 143) of those taken during the post- 
menstrual phase, and only 41-4°% (48 out of 116) of those 
taken during the post-ovulatory phase. When the 
phase was calculated backward from the subsequent 
menstrual period in 511 patients these differences were 
even more striking. The highest rate of positive smears 
was 50-4°% of those taken during the post-menstrual 
phase, as against only 36-4°% of those taken during the 
pre-menstrual phase. R. R. Willcox 


1212. Treatment of Chancroid with Streptomycin. (Le 
traitement de la chancrelle par la streptomycine) 

—,. ROLLIER and —. Maury. Annales de Dermatologie 
et de Syphiligraphie [Ann. Derm. Syph., Paris] 10, 541- 
542, Sept.—Oct., 1950. 


Good results are reported in the treatment of all stages 
of chancroid with 4 to 6 g. of streptomycin in doses of 
0:5 g. twice daily without other medication. Check 
examinations showed that Ducrey’s bacillus disappeared 
in 3 to 6 hours. ‘ James Marshalt 


305 


Disorders of the Genito-urinary System 


1213. The Salt Depletion Syndrome following Mercurial 
Diuresis in Elderly Persons 

H. L. Jarre, A. M. MASTER, and W. DorRANCE. Ameri- 
can Journal of the Medical Sciences |Amer. J. med. Sci.} 
220, 60-65, July, 1950. 35 refs. . 


Although younger patients may receive a large number 
of injections of mercurial diuretics without mishap, 
serious reactions may occur when the injections are 
administered to elderly persons. The reactions include 
fever, asthenia, restlessness, stupor, and coma. There 
is an increase in the blood urea content, but the blood 
chloride concentration is diminished. In such cases salt 
depletion may cause death of the patient, especially when 
the injections are administered daily. Cerebral symptoms 
are accentuated when the blood flow is impaired by 
arteriosclerotic changes. Probably the asthenia and 
restlessness are due to depletion of sodium and potassium. 
As an increase in the amount of urea in the blood is an 
ominous sign, quantitative measurements of this should 
be made at least twice weekly. The presence of prostatic 
enlargement is an indication that the utmost care must 
be taken in administering mercurial diuretics. In elderly 
persons the dosage should be 1 ml., repeated at intervals 
of several days. Should adverse reactions occur, salt 
therapy must be employed. 

Eight cases of the salt-depletionsyndrome are described. 
One patient was a man aged 76 years with congestive 
heart failure and an enlarged prostate gland. The urea 
nitrogen content of blood was 19 mg. per 100 ml.- He 
was given a diet containing only 200 mg. of sodium. 
Mercuhydrin, | ml. daily, was injected intravenously for 
11 days. On the 4th day the blood urea content was 
32 mg. per 100 ml. and on the 7th day the patient became 
asthenic, somnolent, and confused. On the 16th day 
the findings included a rise in the blood urea level to 
49 mg. per 100 ml. and a fall in the chloride level to 
468 mg. per 100 mi. After the administration of a salt 
diet the patient's condition improved and the chemical 
content of the blood gradually became normal. 

A. Garland 


1214. Results of Treatment of Anuric Nephritis by 
Exsanguination-Transfusion. Analysis of 95 Cases. 
(Résultats du traitement des néphrites anuriques par les 
exsanguino-transfusions. Statistique de 95 cas) 

A. TZANCK, M. Bessis, and J. Dausset. Bulletins et 
Mémoires de la Société Médicale des Hépitaux de Paris 
[Bull. Soc. méd. Hép. Paris| 66, 1225-1230, July 7, 1950. 


In this paper the authors describe the treatment of 95 
cases of anuric nephritis by exsanguination—transfusion; 
80 cases were of the acute tubular variety and 15 were 
chronic or subacute in type. Of the latter group 7 
patients improved and 8 died. Of the former, 49 were 
treated by exsanguination-transfusion alone and 30 
(61%) of them recovered, while 31 were treated by a 


combination of peritoneal dialysis and exsanguination- 
transfusion with recovery in 18 (58%). Twenty patients 
had anuria or severe oliguria (less than 500 g. daily with 
less than 5 g. of urea per litre) for more than a fortnight 
and the recovery of 12 of these is ascribed to exsanguina- 
tion-transfusion. The number of transfusions averaged 
3-4 per case and the amount of urea removed by 
exsanguination was estimated to total 90-6 g.; where 
peritoneal dialysis was used in addition the figure rose 
to 121-1 g. Myocardial failure and acute oedema were 
the two main causes of failure of treatment. 

(In the discussion that followed the reading of this 
paper, Dérot gave details of 50 cases of anuria of which 
41 were treated by the methods described above or with 
an “ artificial kidney ” (3 cases). He was not impressed 
with the latter, and gave figures to show the superiority 
of. dialysis plus exsanguination-transfusion over all 
other methods, claiming a recovery rate of 75%.) 

D. Preiskel 


1215. Biochemical and Haematological Changes in Type 
1 and Type 2 Nephritis 

M. H. Roscoe. Quarterly Journal of Medicine (Quart. 
J. Med. 19, 161-186, July, 1950. 3 figs., 24 refs. 


Forty patients suffering from type-1 nephritis were 
studied for periods of up to 3 years by determination of 
haemoglobin value, erythrocyte count, and serum pro- 
tein, cholesterol, and urea levels, and in one case by 
blood volume determination by the Evans-blue method. 
During the oedematous phase there were haemodilution 
and increase in blood volume. Intracellular overhydra- 
tion was also suggested by the finding of a low mean 
corpuscular haemoglobin concentration. With diuresis 
the haemodilution disappeared, but in patients who 
remained azotaemic a normocytic normochromic 
anaemia developed. : 

A series of 21 cases of type-2 nephritis were followed up 
in the same way, and indirect evidence was obtained to 
suggest that the blood volume was low during the 
oedematous phase. There was no consistent relation 


between changes in the serum protein concentration and ~ 


fluctuations in oedema; this finding suggests that the 
serum protein concentration is not the only factor deter- 
mining the oedema. 

In 2 patients who had been seen in an attack typical 
of type-1 nephritis the clinical picture of type-2 nephritis 
later developed. One patient with such a course died 
in an oedematous phase. The histological findings were 
typical of type-2 nephritis. 

[The evidence for tissue-cell overhydration in the oede- 
matous phase of type-1 nephritis is based entirely on 
changes in the mean corpuscular haemoglobin concentra- 
tion. The erythrocyte is known not to reflect at all times 
the state of the tissue cells, and this evidence seems 
unacceptable.] G. M. Bull 
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Disorders of the Locomotor and Osseous Systems 


1216. Chronic Polymyositis. [In English] 

E. CHRISTENSEN and H. Levison. Acta Psychiatrica et 
Neurologica [Acta psychiat., Kbh.] 25, 137-152, 1950. 
28 refs. 


Dermatomyositis is a well-recognized condition, but 
reports in the literature on pure myositis are infrequent. 
The author describes 6 cases of the latter. 

Family histories were negative in all cases, 2 of which 
were in males and 4 in females. Symptoms had been 
present for 6 months to 10 years—in a boy of 9 since 
birth. The main complaints were of pain, weakness, and 
tenderness of muscles, with predominant involvement of 
the limbs and back. Rarely the facial, oculomotor, and 
pharyngeal muscles were affected. Atrophy of muscles 
was common but pseudohypertrophy was seen in 2 cases. 

Muscle biopsy examination was performed in all cases, 
with the finding of fibrillary atrophy, lymphocytic in- 
filtration (frequently perivascular), and a less marked 
cellular exudate of mononuclears, polymorphonuclear, or 
eosinophil cells. In 2 cases biopsy was repeated after a 
course of streptomycin and the cellular infiltration was 
then found to be much reduced. In 4 of the cases 
streptomycin led to improvement and to a fall in the 
erythrocyte sedimentation rate. 

Proximal muscles were mainly affected, as in a 
dystrophy, and in 3 cases a clinical distinction from 
muscular dystrophy was impossible; the electromyo- 
graphic findings were also compatible with a dystrophy. 


In 2 cases the initial biopsy diagnosis was myositis, but | 


re-examination by biopsy after an interval showed the 
picture of a dystrophy. 

In myositis, streptomycin may lead to improvement 
or complete remission. Some cases of muscular dys- 
trophy may be the late result of an attack of myositis. 

[From the clinical and microscopical descriptions 
given, the abstracter finds it difficult to withhold the 
diagnosis of muscular dystrophy in some of these cases.] 

D. P. Jones 


1217. Investigations of the Creatine Excretion in the 
Urine of 38 Untreated Ambulant Male Patients with 
Fibrositis, and in Two Healthy Men 

O. Sy_vest and N. Hvip-HANSEN. Annals of Rheumatic 
{[Ann. rheum. Dis.] 9, 241-245, Sept., 1950. 
1 refs. 


Brochner-Mortensen and Clemmesen found creatinuria 
in 19 out of 20 male patients with fibrositis under treat- 
ment in hospital. 
out of 38 ambulant patients showed persistent creatinuria. 
Recumbency for a week and vigorous massage produced 
no creatinuria in 2 healthy men. The discrepancy in the 
findings is ascribed to the probable greater severity of the 
fibrositis in the hospital patients. [Varying diagnostic 
Standards seem to provide at least as probable an 
explanation. ] H. F. Turney 


In the present investigation only 3- 


1218. Panniculitis. Report of Cases 

P. E. Jones, J. H. LAMB, and L. GOLDMAN. Southern 
Medical Journal [Sth. med. J., Bgham., Ala] 43, 792-799, 
Sept., 1950. 7 figs., 14 refs. 


An outline of the features of panniculitis, and of the 
34 cases described in the literature, is given, 3 personal 
cases being reported. The first patient was a woman 
with a history of tender tumours on arms and legs for 
9 years. After x-ray treatment for menorrhagia she 
became ill and the fatty tumours broke down and dis- 
charged pus. New lesions appeared and became necrotic; 
she became progressively weaker and eventually died. 
The other 2 cases were both of fat necrosis of the new- 
born. The first child had a fatty tumour of the back 
which had almost disappeared at 3 months. The other 
had firm nodular bluish masses on the shoulders, which 
from time to time turned yellowish and became less 
firm. They gradually disappeared. All cases were 
associated with pyrexia. In all cases, microscopy 
showed necrosis of tissue fat and foreign-body cell 
reaction. It is noted that one child was born to a diabetic 
mother, while the other mother died of fat embolism 
a few days after delivery. The hypothesis that changed 
fat metabolism causes foreign-body reaction is discussed. 

E. H. Johnson 


1219. Clinical Assessment of Rapidly Acting Agents in 
Rheumatoid Arthritis 

C. E. Quin, R. M. Mason, and J. KNOWELDEN. British 
Medical Journal [Brit. med. J.| 2, 810-813, Oct. 7, 1950. 
16 refs. 


This interesting investigation seems to prove that the 
intramuscular injection of deoxycortone acetate followed 
immediately by intramuscular injection of ascorbic acid 
has no specific, objectively demonstrable, therapeutic 
effect on out-patients suffering from rheumatoid arthritis. 
Injection of any substance, even of no therapeutic value 
whatever, may produce a transient subjective improve- 
ment in about two-thirds of cases of rheumatoid arthritis 
treated. 

It has long been known that subjective improvement of 
this sort is to be anticipated in certain cases when a new 
treatment is undertaken, but that this will occur in as 
much as 58% of cases is of interest. Such a result 
emphasizes the fact that the strictest control methods are 
necessary to demonstrate that improvement of this sort 
is not in fact due to the test substance used. The authors 
were able to do this by proper randomization of the 
control injections together with certain other precautions. 
No significant difference could be detected after careful 
observation when the results of objective tests with control 
injections were compared with those in which the test 
substance was used. [Future investigators will do well 
to adhere to the criteria adopted in this well-planned 
investigation. ] W. S. C. Copeman 
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308 DISORDERS OF THE LOCOMOTOR AND OSSEOUS SYSTEMS 


1220. Copper Therapy of Rheumatoid Arthritis 

T. L. Tyson, H. H. Hotmes, and C. RAGAN. American 
Journal of the Medical Sciences (Amer. J. med. Sci.] 220, 
418-420, Oct., 1950. 4 refs. 


This study of copper therapy in rheumatoid arthritis 
was undertaken because of Forestier’s favourable report 
published in 1946. First, 20 patients with severe rheu- 
matoid arthritis, in which gold therapy had been either 
ineffective or toxic, were treated by intravenous injections 
of “* cupralene *’, an organic copper salt, 


NH—C=N—CH2—CH=CH> 
| 

S—Cu, 

receiving an initial dose of 100 mg., followed by 250 mg. 

twice weekly until a total of 4 g. had been given. This is 

the dosage recommended by Forestier. No toxic effects 

of importance were observed. In only 2 cases was the 

condition improved. 

Higher doses were used in a second course. The same 
patients were given 500-mg. doses once or twice a week, 
and 7 more, with disease of less than one year’s duration, 
after preliminary 100- and 250-mg. doses, were given the 
same amount, in most cases up to a total of 10 g. The 
results were equally disappointing, but toxic effects were 


very definite. The more serious of these were nausea, - 


vomiting, and rigors coming on in from | to 8 hours 
after an injection, and severe, rapidly developing anaemia. 
The authors conclude that cupralene is of no value in 
the treatment of rheumatoid arthritis. 

Kenneth Stone 


1221. Treatment of Diseases of Dysreaction with Nitrogen 
Mustard. I. Rheumatoid Arthritis. (El tratamiento de 
las enfermedades de disreaccién con las mostazas nitro- 
genadas: Fundamentos y resultados. I. Tratamiento 
de la artritis rheumatoide) 

C. Jim—Nez Diaz, A. MERCHANTE, J. PERIANES, E. 
Lopez Garcia, and J. PurG Revista Clinica 
Espanola [Rev. clin. esp.] 38, 261-272, Aug. 31, 1950. 
8 figs., bibliography. 


The authors give a general survey of the action of 
adrenocorticotrophin (ACTH) in rheumatoid arthritis, 
and then describe in detail 14 cases treated with nitrogen 
mustard. Pain and joint inflammation lessened con- 
siderably, mobility increased, and temperature returned 
to normal. The original dosage employed (5 injections 
of 0-1 mg. per kg. body weight) was found to be ex- 
cessive, causing anaemia, leucopenia, and in one case 
thrombocytopenia—all successfully treated by blood 
transfusion. It was later found that results as good could 
be obtained with a total of 3 doses of 4 mg. each, given 
on alternate days. With this dosage no haematological 
complications ensued. 

The mechanism of action of nitrogen mustard is obscure, 
but is related to that of ACTH, in that the former is also 
antimitotic, produces lympholysis, and causes a lowering 
of the blood eosinophil count and an increase in the 


urinary excretion of 17-ketosteroids. In spite of this, the 
authors do not consider that nitrogen mustard acts by 
excitation of the adrenal cortex, but that it probably 
has a direct action on mesenchymal structures and 
organs”. If Sabin’s view that antibodies 
are formed by lymphocytes and released by lympholysis 
is correct, then another possible mode of action of nitro- 
gen mustard related to its lympholytic effect must be 
considered. René Méndez 


1222. Hematological Changes in a Case of Rheumatoid 
Arthritis treated with Adrenocorticotropic Hormone 
(ACTH, Corticotropin). [In English] 

N. G. HAvERMARK and N. G. NORDENSON. Acta 
Haematologica {Acta haemat., Basel| 4, 193-200, Oct., 
1950. 4 figs., 5 refs. 


A 62-year-old woman with rheumatoid arthritis and 
anaemia (haemoglobin value 50°,) was treated with 
adrenocorticotrophin for two periods of 31 and 20 days 
respectively. Serial blood counts and examinations of 
sternal marrow were made. During treatment, there was 
a slight increase in erythrocyte count and haemoglobin 
value, with a sharp rise in serum iron level. There was 
also a granulocytosis, with the expected fall in eosinophil 
count. The bone-marrow changes were not remarkable. 

P. C. Reynell 


1223. Precipitin Reaction of Serum from Cases of Rheu- 
matoid Arthritis with Homologous Connective Tissue 
Extracts 

J. LANsBury, W. R. Crossy, and C.T. BELLO. American 
Journal of the Medical Sciences {[Amer. J. med. Sci.] 220, 
414-417, Oct., 1950. 3 refs. 


Complement-fixation and precipitin tests were carried 
out to test the hypothesis either that connective tissue 
in cases of rheumatoid arthritis has become antigenic 
and has provoked immune-body formation, or that 
normal connective tissues are being attacked by abnormal 
immune bodies. Tissues—subcutaneous nodules and 
joint tissues—removed from 6 patients with rheumatoid 
arthritis were used as test antigens; details of preparation 
are given. Control antigens were prepared from tissues 
removed from patients without arthritis. In general, 
sera both from patients with rheumatoid arthritis and 
controls when tested with the two types of antigen gave 
negative complement-fixation reactions. On the other 
hand, a number of precipitin reactions were obtained 
between sera from patients with rheumatoid arthritis 
and antigens from such patients and from controls, 
control sera giving only one doubtful reaction. The 
negative complement-fixation reactions make it unlikely 
that this is a true antigen-antibody reaction; its 
significance is unknown. Kenneth Stone 


1224. Medical Aspects of Bone Disease with Particular 
Reference to Osteoporosis 

R. P. Howarp. Canadian Medical Association Journal 
[Canad. med. Ass. J.] 63, 258-264, Sept., 1950. 8 figs., 
13 refs. 


See also Section Radiology, Abstract 994. 
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ELECTROENCEPHALOGRAPHY 


1225. Combined Photic and Metrazol Activation of the 
Brain 

H.Gastaut. Electroencephalography and Clinical Neuro- 
physiology {Electroenceph. and clin. Neurophysiol.] 2, 
249-261, Aug., 1950. 12 figs., 13 refs. 


In this paper the author describes and discusses the 
significance of the electroencephalographic (EEG) 
responses obtained during combined photic and leptazol 
(* metrazol *’) activation of the brain. He regards this 
procedure as “a clinical neurophysiological test ’’ pro- 
viding a method of exploring the diencephalon, and 
particularly the thalamus, and not as a method of 
diagnosing epilepsy. The technique consists in injecting 
intravenously a 5°% solution of leptazol at the rate of 
1 ml. every 30 seconds. Two or 3 seconds after each 
injection the subject is exposed for 3 to 10 seconds te 
the flashes of a stroboscope at a frequency of about 
15 cycles a second and is instructed to open and close 
his eyes once during each period of stimulation. The 
EEG response is referred to as the “ polyspike”’ or 
“ polyspike-wave *’, consisting of a varying combina- 
tion of spikes and slow waves, and was found to be 
accompanied by myoclonic jerking, the whole being 
termed the ** myoclonic response’ and the amount of 
leptazol required to produce the response constituting a 
measure of the myoclonic threshold 

The average myoclonic threshold for normal subjects 
was found to be 10 mg. of leptazol per kg. body weight. 
This threshold was found to be markedly reduced in 
idiopathic epilepsy, in subjects with known diencephalic 
and posterior-fossa lesions (provided there was also 
dilatation of the third ventricle), in hysteria, and in 
schizophrenia. On the other hand, in cases of epilepsy 
due to cortical lesions the threshold was found to be 
normal or even raised. Lastly, in subjects with hemi- 
plegia or with unilateral cortico-paracortical lesions the 
electrical response was found to be absent on the side 
of the lesion, although myoclonus was not necessarily 
absent in the contralateral limbs. The author points 
out that the electrical myoclonic response appears in 
regions remote from the occipital lobes, notably the 
frontal regions, and concludes that there is probably 
direct subcortical transmission from a thalamic centre. 
This is supported by the fact that the appearance of the 
frontal responses is readily suppressed by subcortical 
lesions, but not by occipital, temporal, or parietal lesions, 
and is facilitated by lesions of the thalamus itself. On 
the basis of this hypothesis he suggests that the epilepsies 
may be classified into two main categories: (1) Sub- 
cortical epilepsies (lowered myoclonic threshold), com- 
prising idiopathic epilepsy and epilepsy secondary to 
diencephalic lesions. These respond to troxidone 
(“ tridione *’) therapy and are not amenable to surgery. 


(2) Cortical epilepsies (normal myoclonic threshold). 
These respond best to barbiturates or hydantoinates and 
tend to be amenable to surgery. 

In the author’s opinion, “ photic stimulation, either 
alone or associated with metrazol, gives us a new means of 
evaluating the existence of an organic or functional 
change in the diencephalon ”’, and he suggests that the 
existence of a lowered myoclonic threshold in hysteria, 
schizophrenia, and idiopathic epilepsy indicates that 
similar, if not identical, diencephalic centres may be 
concerned in their origin. Maurice Parsonage 


1226. Studies of the Regulatory Functions of the Limbic 
Cortex 

N. SLOAN and H. JAsper. Electroencephalography and 
Clinical Neurophysiology [Electroenceph. and clin. Neuro- 
physiol.] 2, 317-327, Aug., 1950. 6 figs., 39 refs. 


The authors of this paper again draw attention to the 
doubt which has been cast on the existence of specific 
areas of cortex having a “ suppressor’ function. Thus 
Clark and his colleagues have recently obtained motor 
facilitation rather than inhibition when these areas were 
stimulated in unanaesthetized animals, and the authors 
themselves have observed bilateral tonic movements and 
convulsions on stimulation of the anterior limbic cortex 
(area 24s—an important “ suppressor” area) in un- 
anaesthetized cats. Their present report is concerned 
with the immediate generalized changes in cortical 
electrical activity which follow the stimulation of this 
area in the cat and the monkey. 

In their experiments the authors first isolated and 
insulated the anterior limbic cortex from the surrounding 
cortex before applying stimuli, but left its connexions 
with subcortical structures intact. Immediately after 
stimulation, electrical changes were observed in wide- 
spread areas of cortex, which were of three main types: 
(1) Attenuation, in which there was an immediate 
decrease in voltage of both burst and inter-burst activity, 
this occurring either without change in pattern or with 
simplification or decreased incidence of bursts. This 
immediate response is to be distinguished from the more 
slowly occurring depression of electrical activity observed 
when the stimulated anterior limbic cortex is isolated, but 
not insulated, from the adjacent cortex. (2) An 
immediate augmentation of electrical activity affecting 
all cortical areas simultaneously and lasting 2 to 3 minutes. 
(3) Activation or arousal responses characterized by an 
increased frequency of cortical electrical activity with a 
decrease in burst prominence. The increased frequency 
occurred with either decreased or increased voltage. 

The authors stress the fact that in their experiments 
there was considerable variation both in the type of 
generalized response elicited and also in the regularity of 
its occurrence. Furthermore, not all cortical areas were 
equally affected, and as yet no definite statement can 
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be made as to the experimental conditions necessary for 
the elicitation of the various responses or their various 
combinations. In discussing the mechanisms by which 
these immediate generalized responses may be produced 
the authors consider that the evidence, both anatomical 
and physiological, strongly suggests they may be mediated 
through the diffuse thalamo-cortical projection system. 
They believe that with regard to the electrical activity 
of the cortex generally the anterior limbic cortex is better 
described as a “ regulatory’ than as a “ suppressor ” 
area, and consider this a better explanation of the vary- 
ing responses obtained under different experimental 
conditions. Maurice Parsonage 


1227. Focal Electroencephalographic Changes in Uni- 
lateral Electric Conyulsion Therapy 
_M. F. Biaurock, F. M. Lorimer, M. M. SEGAL, and 
F. A. Gisss. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 64, 220-226, Aug., 
1950. 3 refs. 


An attempt was made to study the value of unilateral 
and other unusual placements of electrodes for electric 
convulsion therapy. The authors report mainly the 
electroencephalographic (EEG) findings, 23 patients 
being used as controls with the usual bitemporal stimu- 
lating electrodes. Electroencephalograms before, and 
2 weeks after, treatment (3 times a week, with a total of 
16 convulsions) revealed no focal changes. 

As a result of preliminary testing of various electrode 
combinations on 17 subjects it was decided that use 
of right-temporal-right-occipital or left-temporal-left- 
occipital electrodes would be most likely to give rise to 
unilateral EEG changes. Electrodes 1 cm. in diameter 
were used, and the EEG was obtained at intervals during 
treatment, and subsequently. Of 6 patients on whom 
right-sided electrodes were used, 4 showed right-sided 
EEG abnormality, but of 8 patients on whom left-sided 
electrodes were used, 3 showed focal changes on the 
same, and 3’on the opposite, side. 

The convulsions which occurred had rather more 
definite unilateral features with stimulation on the right 
than on the left, and clinical improvement seemed to be 
greater with right-sided stimulation. It is admitted that 
no conclusions would be statistically valid, but it is stated 
that “‘ vulnerability of the right frontal area for slow 
wave activity regardless of electrode placement was 
demonstrated ”’. W. A. Cobb 


1228. Electroencephalographic Studies of the Encephalo- 
pathies. I. Report of a Nonfatal Case of Arsenical 
** Hemorrhagic Encephalopathy ’’ with Serial EEG 
Studies 

E. ROSEMAN. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago| 64, 448-458, Sept., 
1950. 2 figs., 9 refs. ’ 


A married girl of 16 received a first injection of 0-3 g. 
neoarsphenamine about 3 months after contracting 
syphilis. One week later a second injection, of 0-4 g. 
was given; the following day she was unwell and felt 
frightened; by the third day after the injection, when 
admitted to hospital, she was moderately ataxic, terrified, 


and mute. There were gross twitchings of all limbs and, 
in the evening, a series of epileptic attacks occurred, 
beginning in the left arm and becoming generalized; 
they lasted for 4 hours, after which the patient was in 
coma, which continued for 4 to 5 days. 

During this period the temperature and respiratory 
rate rose, respiration being of the Cheyne-Stokes type. 
The cerebrospinal-fluid pressure was 300 mm. of water, 
the protein content 274 mg. per 100 ml., and the Lange 
reaction 5555444333. From the sixth day of her illness 
she made a steady recovery, interrupted only by minor 
focal twitchings in the left arm and episodes of sensory 
disturbance on the left side, including haemianopia. 
At a later date the syphilis was treated with penicillin, 
and ultimate recovery was in all respects complete. 

Serial electroencephalograms were of interest in that 
the high-voltage slow waves associated with coma per- 
sisted for at least 4 days after the return of consciousness. 
Focal slow waves and “ slow-spike ”’ discharges occurred 
in the right occipito-temporal region before the onset of 
focal seizures. W. A. Cobb 


1229. Psychic Function and the Electroencephalogram 
M. Ostow. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 64, 385-400, Sept., 1950. 
Bibliography. 
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1230. Developmental Stenosis of the Aqueduct of Sylvius 
R. S. Beckett, M. G. Netsky, and H. M. ZimMMERMAN, 
American Journal of Pathology [Amer. J. Path.] 26, 755- 
787, Sept., 1950. 13 figs., 11 refs. 


Eleven cases of aqueduct obstruction are described. 
As acontrol, 50 non-hydrocephalic brains were examined; 
in them there was considerable variation in size and form 
of the aqueduct, of its ependyma, and of the subependymal 
cell plate. 

The 11 cases fall into two groups. The first 4 cases, 
in adults aged 45 to 68, are described as cases of ** mal- 
formations of aqueduct, with non-gliogenous stenosis ”, 
are regarded as obviously congenital, and are not further 
discussed. 

The next 7, in persons aged from 34 months to 67, 
are described as cases of “‘ gliogenous stenosis of the 
aqueduct’’. Three clinical pictures are _ noted: 
(1) complete lack of symptoms; (2) progressive mental 
deficiency and other neurological signs and symptoms; 
(3) sudden ventricular block leading to death. The 
histological abnormalities found included aqueductules, 
deformity of the glial plate, and pleomorphism of the 
cells of the glial plate. Similar changes of lesser degree 
were found in the controls. Inflammation occurred 
terminally in 3 of these 7 cases; in 2 of these 3 the 
aqueduct was not involved, and the third patient had had 
3 operations and an attack of meningitis. In 2 other 
cases (with sudden death) the presence of a few peri- 
vascular lymphocytes was regarded as a sign of a 
symptomatic, cellular, inflammatory response’. In 
the cases with terminal infection peri-aqueductal glial 
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changes did not differ from those seen in the non-infected 
cases. It is concluded that the second group of cases 
were also the result of developmental abnormalities. 

R. R. Wilson 


1231. Encephalo-myocarditis, and its Relationship to 
Poliomyelitis. (Die Encephalomyocarditis (E.M.C.) und 
ihre Abgrenzung von der Poliomyelitis) 

F.Kocu. Zeitschrift fiir Kinderheilkunde Kinderheilk.] 
68, 328-357, 1950. 8 figs., 29 refs. 


In 4 cases of encephalo-myocarditis, occurring when 
there were no cases of poliomyelitis in that particular 
hospital, a virus was present in the blood, cerebrospinal 
fluid, stools, or the water with which the ears had been 
syringed. These fluids, when injected intracerebrally 
or intraperitoneally into certain rodents, caused a paralysis 
of the limbs. In 3 of the cases it has been possible to 
propagate the strain by passage through animals until 
the present day. In one case the presence of antibodies 
was proved by injecting the virus together with convales- 
cent serum into experimental animals, which did not 
develop paralysis. In 3 further cases neutralizing anti- 
bodies were found in the blood, but no direct proof of 
the presence of a virus was obtained. 

The virus strains belonged to the encephalo-myocarditis 
group, and in mice produced, apart from convulsions and 
paralyses, a degeneration of heart muscle fibres similar 
to that found in the single fatal human case. 

The 7 cases were divided into 5 acute cases and 2 
subacute cases. In acute cases, the onset was sudden 
and the areas most affected were the central nervous 
system, as shown by convulsions, somnolence, headache, 
neck rigidity, and cerebrospinal-fluid changes, though not 
all of these were present in all 5 cases; the respiratory 
system, as shown by mild pharyngitis and bronchitis; 
and the ear. In the 2 cases of subacute onset the regions 
affected were the central nervous system (with only mild 
symptoms), the lungs (with atelectasis), and the heart. 
In one case myocarditis was found post mortem. 

Aparetic or abortive poliomyelitis can thus be dif- 
ferentiated from encephalo-myocarditis by means of 
animal experiments, serological tests, and pathological 
findings, a differentiation which is not possibie by clinical 
means alone and which is of importance for the therapy 
and prophylaxis of poliomyelitis. Marianna Clark 


1232. Further Observations on a Clinically and Anatomic- 
ally Distinguishable Form of Encephalitis of Unknown 
Aetiology. (Neuere Beobachtungen einer Atiologisch 
_unbekannten, aber klinisch und anatomisch abgrenzbaren 
Enzephalitisform) 

H. Perreand H. KALM. Deutsche Medizinische Wochen- 
Schrift [Dtsch. med. Wschr.] 75, 1173-1176, Sept. 8, 
1950. 19 refs. 


The authors describe 5 recent cases of encephalitis 
which appear to fall into a new but distinct group. Ina 
6-year-old girl the onset was acute with headache and 
vomiting, followed on the third day by disturbances of 
extrapyramidal type, death occurring in status epilepticus 
on the eighth day. In a man of 27 the illness followed a 
relapsing osteomyelitis, the extrapyramidal symptoms 
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developing on the fourth day and remaining stationary 
until death from bronchopneumonia 7 months later. 
In 3 boys, of 6, 7, and 18 respectively, the onset was 


insidious with unilateral movements, new extrapyramidal 


symptoms developing over a period of 2 weeks. One 
survived, the others dying of bronchopneumonia. 
Disturbances of temperature, pulse, and general physical 
condition were not remarkable. 

The predominant symptoms in all cases were torsion 
movements of the limbs, flexor and extensor spasms: of 
fingers and toes, hemiballismus, torsion movements 
spreading to the trunk, sometimes with tremor and 
myoclonus. There was spasmodic torticollis, grimacing, 
attacks of laughing and crying, and some affective dis- 
turbance. The pyramidal system and bladder function 
were not affected, but sleep and sweat production 
were disturbed. The cerebrospinal fluid showed slight 
or no increase in protein and cell content. 

The brain in 3 cases was studied histologically post 
mortem. In the first (acute) case there were scattered 
microglial nodes with neuronophagia in perivascular 
areas of infiltration with plasma cells, lymphocytes, glia 
cells, and a few polymorphs. There were some areas of 
pallor in the cortex and softening in the white matter in 
relation to the affected vessels. There was marked cell 
change and some inflammatory reaction in the pia- 
arachnoid. In the cases with slower development there 
were scattered micro- or macroglial nodes, perivascular 
infiltration with lymphocytes and plasma cells, and little 
vascular congestion or softening. In no case was there 
myelin change or fibrillary gliosis. The lesions were 
found in the olives, pontine nuclei, cortex, and to a lesser 
degree in the walls of the third and fourth ventricles, 
cerebellar nuclei, substantia nigra, and red nuclei. The 
cerebellar cortex and central grey matter were not 
involved. 

The clinical features and morbid anatomy of these 
cases are compared with those of various types of virus 
encephalitis and with other recently described cases, and 
their relationship with the St. Louis and Japanese types 
of panencephalitis, with polioencephalitis, and subacute 
leucoencephalitis discussed. Gwenvron M. Griffiths 


1233. Chronic Adhesive Spinal Meningitis associated 
with Lumbar Naevus and Dimple 

T. R. SavaGe. British Medical Journal (Brit. med. J.] 2, 
709-711, Sept. 23, 1950. 2 figs., 20 refs. 


This is an account of the investigation and treatment of 
a child aged 9 years with a history of recurring bouts of 
pyrexia and low back pain over a period of more than 
12 months. Early investigation had revealed no neuro- 
logical signs and a tentative diagnosis of rheumatic fever 
had been made. Nearly a year later walking became 
difficult and painful. Muscular development, tone, and 
power was poor in al! four limbs. The biceps, supinator, 
and triceps jerks were absent on the right and present on 
the left. The abdominal reflexes were present and equal. 
There was gross limitation of straight-leg raising. The 
right knee-jerk was exaggerated and the left absent. 
Both ankle-jerks were absent and the plantar responses 
were equivocal. There was a circular, brown-pigmented 
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naevus about 2:5 cm. in diameter with a shallow dimple 
or pit about 3 mm. in diameter over the lumbar spine. 
Lumbar puncture yielded no fluid from the spaces 
between L. 3 and 4 and L 4 and 5 but a faintly cloudy, 
colourless fluid with clot from the space between second 
and third lumbar vertebrae. The fluid contained 42 cells 
per c.mm. (98% monocytes) and no organisms; culture 
was sterile: there was 275 mg. protein per 100 ml. and 
the Wassermann reaction was negative. Cisternal 
puncture also yielded a fluid with an increased cell and 
protein content. Myelography showed poor filling of 
the theca, and the appearance suggested arachnoiditis 
with a block at the level of the second lumbar vertebra. 

Laminectomy was performed and the second, third, 
and fourth lumbar laminae were removed. The whole of 
the lumbar subdural space was found to be filled with 
granulation tissue, pus, and fibrous adhesions in which 
most of the nerve roots were embedded. The dura was 
left open and the wound closed in layers over it. No 
sinus between the skin and spinal theca was found. Full 
movement in the lower limbs had returned 10 days after 
operation and the patient was free from pain in the back 
and legs. The patient remained symptom-free except for 
a small discharging sinus in the laminectomy wound, 
which was excised 6 months later but which continued 
to discharge intermittently. 

It is suggested that the infection may have reached the 
meninges through a sinus in the pigmented naevus and 
dimple, although none was demonstrated at operation. 

J. MacD. Holmes 


1234. ‘* Healing’? of an Infant with Pneumococcus- 
Meningitis. [In English] 

C.pE LANGE. Annales Paediatrici [Ann. paediatr., Basel} 
175, 235-250, Sept., 1950. 10 figs., 15 refs. 


A 6}-month-old child developed a severe attack of 
pneumococcal meningitis after two attacks of broncho- 
pneumonia. Lumbar punctures were followed by in- 
trathecal administration of penicillin daily for the first 
2 weeks and then on alternate days, a total intrathecal 
dose of 275,000 units being given: over a period of 4 
months, together with 4,090,000 units of penicillin and 
55 g. of sulphadiazine administered orally. The child 
recovered partially, but remained in a state of lethargy 
and increasing obesity until her death from respiratory 
infection at the age of 20 months. Necropsy revealed 
a considerable degree of non-obstructive external and 
internal hydrocephalus, but signs of meningitis were 
absent. There were patches of chronic inflammation in 
different areas of the cervical cord, basal region, and mid- 
brain, with widespread cyst formation. 

Surveying the results of the current treatment of 
pneumococcal meningitis it becomes evident that the 
previous mortality of 100% has been significantly reduced, 
but more than 50° of the patients saved suffer from 
lasting cerebral damage. The question arises whether 
frequent lumbar punctures and intrathecal therapy have 
an irritating effect by disturbing the fluid balance and 
thus increasing the risk of sequelae. Epileptogenic 
effects of intrathecally administered penicillin have been 
observed and toxic symptoms produced experimentally 


in dogs, while intrathecal serum therapy in meningococcal 
meningitis has been stated to result in increased frequency 
of such complications as spinal block, recurrent secondary 
meningitis, deafness, and chronic meningitis as compared 
with intravenous serum and chemotherapy. The author 
concludes that an initial lumbar puncture only is required 
in cases of infective meningitis, in order to establish the 
diagnosis; this may be combined with an intrathecal 
penicillin injection in positive cases. The treatment 
should then be continued intramuscularly, irrespective of 
the causative organism. Additional disadvantages of 
intrathecal treatment are that cerebrospinal-fluid findings 
cannot be taken as a guide in determining duration of 
treatment, and that reactions to penicillin, marked by 
anorexia, malaise, and diarrhoea, may develop. Pre- 
ferably, intramuscular injections of preparations of 
penicillin with depot action should be used. Once 
intrathecal therapy is stopped sequelae may disappear. 
M. Dynski-Klein 


1235. Treatment of Tumors of the Pineal Body. Ex- 
perience in a Series of Twenty-two Cases 

G. Horrax. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago| 64, 227-242, Aug., 1950. 
10 figs., 14 refs. 


In this paper the author reviews his own series of 22 
cases of tumour of the pineal gland. In 13 instances the 
diagnosis was confirmed histologically; it was presumed 
in the other 9 cases on the radiological and ventriculo- 
graphic evidence. 

After complete surgical extirpation of the tumour, 2 
patients were alive and in full occupation 12 and 54 years 
after operation respectively. Six were alive and well 
from 2 to 17 years after subtemporal decompression and 
deep x-ray therapy. 

The author’s method of approach to the pineal gland 
is to resect the occipital lobe and to divide the corpus 
callosum; in order to obtain a suitable opening, incisions 
are made into the tentorium and into the posterior 
attachment of the falx. G. F. Rowbotham 


1236. Signs and Symptoms of Supratentorial Brain 
Tumours in Childhood 

E. Botprey, H. C. NArFrziGer, and L. H. ARNSTEIN. 
Journal of Pediatrics (J. Pedigt.| 37, 463-468, Oct., 1950. 
4 refs. f 


1237. Kernicterus. Etiologic Study Based on an Analysis 
of 55 Cases 

W. W. ZueLtzeR and R. T. Mupcetr. Pediatrics 
[Pediatrics] 6, 452-474, Sept., 1950. 3 figs., 22 refs. 


Kernicterus is assumed by many authors to be a 
specific sequel of erythroblastosis foetalis, those cases in 
which it has been attributed in the past to sepsis or 
immaturity being explained by lack of the means of 
diagnosising erythroblastosis serologically. Now that 
such means are available, the authors felt that it would 
be useful to review all cases of kernicterus discovered at 
necropsy at the Children’s Hospital of Michigan since 
1940 in relation to the clinical and serological findings. 
The criterion for a diagnosis of kernicterus was taken to 
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be the presence of yellow pigmentation, visible to the 
naked eye, in certain parts of the brain after fixing in 
formaldehyde, and this was satisfied in 55 cases, which 
are divided into 2 groups. The first group of 23 cases 
were those in which there had been serological evidence 
of erythroblastosis, cases diagnosed as such on clinical 
grounds but without serological support being excluded. 
The second group consisted of cases in which death had 
been due to severe generalized infections, diarrhoea, 
dehydration, and pulmonary and cerebral haemorrhage, 
and 2 cases where there was maternal diabetes. ; 

The patients in group | conformed to the clinical 
picture of erythroblastosis. In the second group, 
icterus was usually mild and often appeared late, but 
eventually developed in every case, possibly owing to the 
high incidence of prematurity in the group. A palpable 
spleen was encountered only once. The kernicterus did 
not seem to differ in the two groups, though biochemical 
investigation of the pigment was not possible.- The 
authors discuss the significance of certain differences 
between the two groups. The incidence of prematurity 
was 43 and 75° respectively, suggesting that it might be 
an aggravating factor in the aetiology of kernicterus, 
though it has been shown statistically not to be a causal 
factor. Of the first group only 2 infants were negroes, 
compared with 50° of the second group. An intensive 
search for antibodies was made in the blood of 13 mothers 
of children in the second group, but nothing positive 
resulted. In 17 out of the 20 cases tested mother and 
child were both Rh positive, only one mother being 
Rh negative. The question arises whether ABO incom- 
patibility, through a specific immunological mechanism, 
could have been responsible. Jn 9 cases this could be 
ruled out at once since mother and child were of the same 
blood group. Of the remaining 8 cases there was 
incompatibility within the ABO groups in 47-5%, as 
compared with the figure of 20-9°4 which would be 
expected in a normal population. The authors feel that, 
although this suggests a possibility that ABO incompati- 
bility may be a predisposing factor, their series is not 
large enough to allow any conclusion to be drawn. In 
no case were they able to demonstrate either antibodies 
or a high agglutinin titre against A and B in the maternal 
serum. In the one case where there was Rh incom- 
patibility there was no evidence of Rh sensitization. 

The authors conclude that kernicterus is not a specific 
effect of erythroblastosis, and suggest tentatively that it 
may be the result of a combination of brain damage and 
a raised blood bilirubin level, conditions which occur in 
erythroblastosis and also in many other conditions. 

J. G. Jamieson 


1238. Treatment of Paralysis Agitans with ‘‘ Benadryl ’’. 
(Benadrylbehandling af paralysis agitans) 

T. DALSGAARD-NIELSEN. Nordisk Medicin [Nord. Med.} 
44, 1526-1527, Sept. 22, 1950. 11 refs. 


In a previous paper the results were published of the 
treatment of paralysis agitans with “ parpanit’’. This 
paper describes the results of treatment with *‘ bena- 
dryl” in 15 cases (5 severe, 6 moderately severe, and 
4 mild). The dosage was 50 mg. three times a day, and 


in a few cases 50 mg. four times a day. The observation 
period was about 6 months, but in 2 cases only 3 months. 
lll-effects were seen only in one case (vertigo, general 
malaise, fatigue, confusion). There was no alteration in 
the leucocyte count. 

Therapeutic effect: the general condition, the rigidity 
and the oligo-bradykinesia were considerably improved 
in 50% of the patients, moderately improved in 15 to 
25% and slightly improved in about 10%. In 20% there 
was no improvement. The results of this treatment, 
taken as a whole, were surprisingly good. The treatment 
was found to have virtually no effect on the tremor.— 
[Author’s summary.] 


1239. Lysivane Therapy for Parkinsonism 
H. PALMER and D. J. A. GALLAGHER. British Medical 
Journal [Brit. med. J.| 2, 558-559, Sept. 2, 1950. 8 refs. 


““Lysivane”’ (N-(2-diethylamino-n-propyl)-pheno- 
thiazine hydrochloride) is a member of the “ diparcol ” 
(diethazine) series of drugs believed by Bovet et al. to 
produce good results in cases of Parkinsonism because of 
their relatively specific action on the extrapyramidal 
centres. The results are reported of treating 12 cases of 
senile Parkinsonism, 3 of the post-encephalitic type, and 
1 of unknown type with lysivane. The period of 
observation ranged from 3 months to 1 week. The 
dosage recommended is from 4 to 10 tablets (each of 
0-05 g.) daily. The authors report that on such treat- 
ment rigidity and tremor are both decreased, and that 
tremor occurring alone responds best of all. ‘“* Men- 
tality ’’ was also greatly improved. Toxic effects noted 
were: (1) drowsiness (countered by coffee or amphet- 
amine); (2) formication, irritation, and cramps, attri- 
buted to “* release phenomena consequent upon treatment 
of the basic condition’? (countered by aspirin); (3) 
dryness of the mouth, diplopia, and vasomotor reactions. 
No deaths have occurred, but it is suggested that the drug 
should never be withdrawn suddenly. 

[As in a number of other articles recently published 
on drugs to be used in Parkinsonism, the chief defect of 
the study is the shortness of observation period. Time 
and further trials alone will tell whether the authors are 
justified in confidently recommending this drug as a 
valuable remedy in the treatment of Parkinsonism.] — 

L. A. Liversedge 


1240. Studies on Huntington’s Chorea and Senile 
Parkinsonism. (Contribution a l'étude de la chorée de 
Huntington et de la paralysie agitante) 

J. SoLfé-SAGARRA. Monatsschrift fiir Psychiatrie und 
Neurologie [Mschr. Psychiat. Neurol.] 120, 131-151, 
Aug., 1950. 11 figs., 24 refs. 


Four cases of Parkinson’s disease and 4 of Hunting- 
ton’s chorea were studied in order to elucidate the 
differences between the conditions. The genetic factor 
is definite in Huntington’s chorea, but a familial incidence 
is unusual in paralysis agitans. 

In both conditions the brain may show pial opacities, 
convolutional atrophy, and patchy atheroma of the basal 
arteries, but in Huntington’s chorea the cortical changes 
are much more marked and constant, while there is also 
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atrophy of the caudate and lenticular nuclei and dilatation 
of the ventricles. Comparative sections stained by the 
Holzer method show in both an elective lesion of the 
external pallidal nucleus, a fibrillary gliosis with atrophy 
of nerve cells. In chorea there is a sclerosis of the 
caudate nucleus and putamen, a protoplasmic astro- 
cytosis rather than a fibrillary gliosis. There is sclerosis 
of the striopallidal fibres. In the striate body there is 
also fragmentation of nerve fibres and cell loss, a “* status 
myelosus ”’ rather than a “ status fibrosus ”’. 

In Parkinsonism the striate body is normal, while the 
substantia nigra shows marked sclerosis with cell loss. 
This is not found in chorea. In Parkinson’s disease there 
may be a localized sclerosis of the median nucleus of the 
thalamus, changes in the corpus Luysii, and circumscribed 
degeneration of the cerebellar cortex, but the cerebral 
cortex is unchanged. In Huntington’s chorea the cortical 
lesions are characteristic and these other changes are not 
present. 

Each disease is a system degeneration, a premature 
senescence which may be accelerated by infection (as in 
post-encephalitic Parkinsonism) or by hereditary dis- 
position. The Parkinsonian lesion involves the paleo- 
striate system, whereas Huntington’s chorea is a disease 
of the neostriatum. Gwenvron M. Griffiths 


1241. A Clinical Evaluation of Certain Antihistaminic 
and Antispasmodic Drugs in Parkinson’s Disease 

A.S. EFFRON and P.G. DENKER. Journal of the American 
Medical Association |J. Amer. med. Ass.| 144, 5-8, Sept. 2, 
1950. 2 figs., 15 refs. 


The authors set out to test the therapeutic effect of a 
number of antihistaminic and antispasmodic drugs on a 
group of 80 patients with paralysis agitans or post- 
encephalitic Parkinsonism which, in most cases, was 
fairly well advanced. The following drugs were tested: 
benzhexol (“‘ artane ’’), diphenhydramine hydrochloride 
(“ benadryl ’’), methapyrilene hydrochloride (** hista- 
dyl”’), scopolamine hydrobromide,  tripelennamine 
hydrochloride (“* pyribenzamine”’), phenindamine tar- 
trate thephorin’’), and mephenesin myanesin ”’). 
In each case all medication was first stopped to allow the 
patient’s condition to return to a “ base line ’’, then one 
of the drugs was given for a month, followed by a placebo, 
then another of the drugs, and so on. Later, combina- 
tions of the drugs were used. Not all patients tolerated 
the chosen drug for a month, and not all remained under 
treatment. The evaluation of each drug was therefore 
based on the results in 30 to 40 cases, which were judged 
purely on clinical examinations and impressions. 

Histadyl, myanesin, pyribenzamine, and thephorin were 
of little help, only 20 to 30% of patients being improved. 
Artane, 1 mg. increasing to 5 mg. thrice daily, hyoscine, 
sho grain (0-32 mg.) thrice daily increasing to #45 grain 
(1-3 mg.) four times daily, and benadryl, 50 mg. thrice 
daily increasing to 100 mg. four times daily improved 
60 to 70%, although in most patients the degree of 
improvement was classed as “ slight ’’. Toxic symptoms 
occurred with each drug in a number of cases (which 
were therefore regarded as showing no improvement 
for the purposes of analysis). Administration of com- 


binations of certain of the drugs seemed to give appre- 
ciably better results than any drug singly—thus with 
thephorin and hyoscine 80% improved, with thephorin 
and artane 85%, and with benadryl and hyoscine 94%, 
but again in the majority the improvement was only 
slight’ or “‘ moderate’. The highest proportion of 
cases of “ marked improvement” was with thephorin 
and artane, 8 patients out of 27 being considered to come 
into this group. 

[These results are, in general, in keeping with one’s 
experience in shorter trials of these drugs. Unfor- 
tunately the authors do not seem aware, or at least do not 
mention, that long-term trial of all the drugs is much 
more disappointing. One month is too short a period 
for a true appraisal to be made. The newer drugs do 
not seem to have sufficient advantage over the standard 
remedies to justify their very much greater expense.] 

N. S. Alcock 


1242. Cerebellar Disorders in Lambs. A Study in 
Animal Neuropathology with Some Comments on Ovine 
Neuroanatomy 

L. vAN BoGaert and J. R. M. INNES. Archives of 
Pathology [Arch. Path.) 50, 36-62, July, 1950. 17 figs., 
28 refs. 


1243. Syphilitic Optic Neuritis 

G. S. Graveson. Journal of Neurology, Neurosurgery 
and Psychiatry [J. Neurol. Neurosurg. Psychiat.] 13, 216- 
224, Aug., 1950. 10 figs., 8 refs. 


The distinction between meningovascular and par- 
enchymatous disease of the optic nerve has not been made 
sufficiently clear in the past, but is undoubtedly a very 
real one; the former type, described in this paper, has 
been somewhat neglected by neurologists, though it has 
been given a variety of names by ophthalmologists. 
Syphilitic optic neuritis, as opposed to the commoner 
primary optic atrophy, may occur as a manifestation of 
congenital syphilis, or in secondary or meningovascular 
syphilis. The author reports in detail 5 cases, one 
associated with secondary syphilis and the other 4 with 
tertiary syphilis. The patients’ ages were 33, 37, 37, 
44, and 61 respectively. 

The condition of syphilitic optic neuritis resembles the 
common demyelinating optic neuritis in that the main 
symptom is unilateral visual failure, but differs from it 
in that (a) there is rarely ocular pain or headache, 
(b) although visual symptoms are unilateral the ocular 
signs are bilateral, and (c) there is no spontaneous 
recovery of visual acuity. Characteristically, the onset 
is abrupt, with blurred central vision in one eye pro- 
gressing for days or weeks and then becoming stationary, 
vision declining to levels ranging from 6/12 to 6/60. 
There is concentric constriction of the. smaller isopters, 
indicating a diffuse disturbance of the whole of the 
nerve; the field for colours is correspondingly diminished, 
sometimes with red-green blindness. The blind spot is 
enlarged. Involvement of the papillomacular bundle to 
a variable extent caused central scotomata in 3 of the 
cases reported. Sometimes a nerve-bundle defect, or 
a ring scotoma, is encountered. Four of the 5 had 
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bilateral papillitis; one had secondary optic atrophy in 
one eye (affected 15 years previously) and intense swelling 
of the disk in the other, with some periphlebitis and 
choroiditis. The Wassermann reaction was positive 
in the blood in all cases, but in the cerebrospinal fluid 
only in the 2 cases in which other changes were found in 
thefluid. Three patients had no neurological abnormality 
other than the optic neuritis, one had minimal cord 
changes, and one had a multiple cranial neuropathy due 
to chronic basal meningitis. The patients were treated 
with penicillin, with or without a later course of bismuth 
and arsenic. In marked contrast with parenchymatous 
syphilitic optic atrophy, treatment in cases of syphilitic 
optic neuritis reverses the visual changes, especially the 
central visual defects. John Foley 


1244. Ocular Palsies with Nasal Sinusitis 

H. DimspDALe and D. G. PHiLuips. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.| 13, 225-236, Aug., 1950. 7 figs., 31 refs. 


Ten cases of ocular palsy associated with chronic nasal 
sinus infection in patients ranging in age from 12 to 
60 years are reported. In the first group of 4 cases, palsy 
of one or more ocular nerves accompanied chronic 
sphenoidal sinusitis with radiologically demonstrated 
destruction of the floor of the sella turcica. The pre- 
senting symptoms were diplopia and headache, usually 
unilateral. There was no fever, and nasal symptoms 
were absent. One patient had involvement of the sixth 
nerve only, 3 had incomplete third-nerve palsies, and one 
had, in addition, visual failure with an irregular temporal 
and upper-nasal field defect in the opposite eye. One 
patient was subjected to pneumography and bilateral 
carotid angiography with negative results. Surgical 
treatment of the infected sinus resulted in improvement in 
all 4 cases; commencing re-formation of the floor of the 
sella was evident between 1 and 7 months after operation. 
The differential diagnosis from leaking intracranial 
aneurysm, nasopharyngeal carcinoma, and other causes 
of ocular palsy is discussed. . 

The second group consisted of 6 cases of ocular palsy 
due to inflammation in the region of the superior orbital 
fissure associated with maxillary and ethmoidal sinus 
infection. Again the sinus infection was subacute or 
chronic and nasal symptoms were inconspicuous, although 
there was radiological evidence of sinus infection. One 
patient had erosion of bone in the roof of the orbit, 
one showed osteitic destruction of the lateral and inferior 
walls of the orbit, and in one there was erosion of the 
lesser wing of the sphenoid and of the superior border 
of the optic foramen. The clinical features comprised 
unilateral proptosis and chemosis, unilateral frontal and 
retro-orbital pain, and diplopia due to weakness, particu- 
larly of the elevators and abductors of the eye. Papil- 
loedema on the affected side occurred in 2 cases, while 
secondary optic atrophy was observed ina third. Pyrexia 
was absent, but in 2 cases the erythrocyte sedimentation 
rate was raised. Spontaneous recovery occurred in one 
case, and one patient recovered after drainage of the 
sinuses. In 4 cases there was evidence of intracranial 
extension, probably due to thrombophlebitis, as shown 


1246. Acute Shoulder Neuritis. 


by trigeminal involvement, uncinate attacks, unilateral 
convulsions, contralateral pyramidal signs, or changes in 
the cerebrospinal fluid. Three patients were subjected 
to craniotomy, and exacerbation of the intracranial signs 
occurred after operation in 2 of them. The operative 
findings included pachymeningitis at the superior orbital 
fissure or on the lateral wall of the cavernous sinus, and 
chiasmal arachnoiditis. 

The differential diagnosis between this condition and 
idiopathic orbital periostitis, subclinoid aneurysm, 
sphenoidal-ridge meningioma, eosinophilic granuloma, 
benign giant-cell tumour, unilateral exophthalmic 
ophthalmoplegia, and orbital pseudotumour is discussed. 

John Foley 


1245. Contributions to the Clinical Aspects and to the 
Patho-anatomy of Pachymeningitis Spinalis Externa. [In 
English] 

P. JuHASZ. Monatsschrift fiir Psychiatrie und Neurologie 
[Mschr. Psychiat. Neurol.] 120, 152-168, Aug., 1950. 
7 figs., 18 refs. 


The 18 cases of external spinal pachymeningitis 
described fall into 4 groups: (1) 7 cases of acute infection, 
following some septic condition, with rapidly developing 
flaccid paraplegia, leucocytosis, and fever; (2) 7 cases 
of tuberculous infection, developing more slowly: 
(3) 2 cases after typhoid fever; (4) 2 cases traumatic in 
origin. The signs always found were localized tender- 
ness over some vertebrae, stiffness of the spine, and root 
neuralgia. This was followed in most cases more or 
less rapidly by a compression paraplegia, the spinal 
fluid showing changes of a compression syndrome. 
Laminectomy revealed attachment of dense granulo- 
matous tissue to the dura, with some pus. The granu- 
loma was scraped off and the pus drained. In some cases 
the dura was opened and left open. 

Histological study showed that the dura was actively 
involved in the inflammatory process, sometimes with 
much thickening, the lesion showing pyogenic or tuber- 
culous changes. The arachnoid was sometimes involved 
and adherent to the dura. The cord showed no 
inflammatory changes. 

Improvement was seen in only one acute case (all cases 
but one were treated before the era of penicillin). Re- 
covery followed treatment in 2 tuberculous cases and one 
each of the typhoid and traumatic cases. These figures 
conform with those given in the literature. Laminectomy 
with incision of the dura is the treatment of choice. 

Gwenvron M. Griffiths 
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A Syndrome Character- 
ized by Pain, Paralysis, and Muscular Atrophy. Descrip- 
tion of 8 Cases. [In English] 

O. H66K. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] 25, 209-223, 1950. 4 figs., 25 refs. 


Between the years 1941 and 1945 descriptions of a 
shoulder-girdle neuritis occurring mainly in service 
personnel appeared in the literature. The main character- 
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istics were an acute onset of severe pain, followed soon 
by weakness and atrophy of shoulder-girdle musculature, 
commonly unilateral; sensory loss was comparatively 
slight, and usually in the distribution of the axillary 
nerve. Rarely, paralysis occurred only in muscles 
supplied by a single peripheral nerve and, also rarely, 
the findings could be explained only on the basis of spinal 
cord involvement. 

The author describes 8 typical cases, all being in men 
between the ages of 34 and 65. Deltoids and spinati 
were predominantly involved, on the right in 4 cases 
and the left in 2. In 2 cases involvement was bilateral, 
one of these concerning the index-finger flexors. Sensa- 
tion was impaired in 4 cases. Two patients had had an 
upper respiratory infection shortly before the onset. 
There was no pyrexia or clinical evidence of a meningeal 
reaction, and the cerebrospinal fluid was normal in the 
4 cases examined. 

Contrary to previous reports, the prognosis as to 
recovery of useful function was good; severe atrophy 
persisted only in one of the cases seen after an interval of 
several years. With so characteristic a picture the 
diagnosis was not difficult, but serum neuritis could be 
distinguished only by the history of a previous injection. 
The cause of serum neuritis may be allergy or virus 
infection from a contaminated needle. The author 
considers that an allergic response to a preceding 
infection is the likely explanation of his cases. 

[As all the patients were men, and the right arm was 
chiefly involved, it would have been interesting to 
consider occupational factors in these cases.] 

D. P. Jones 


1247. Cardiovascular Observations in Dystrophia Myo- 
tonica 

L. T. DeWinp and R. J. Jones. Journal of the American 
Medical Association [J. Amer. med. Ass.| 144, 299-303, 
Sept. 23, 1950. 2 figs., 20 refs. 


The authors summarize the symptoms and signs of 
dystrophia myotonica, and they point out that scant 
reference is made ,in American and British literature to 
cardiovascular involvement in this disease. They refer 
to 33 papers, mainly European, in which the possibility 
of this complication has been investigated. Together 
with their own, 98 cases in all are recorded in which 
electrocardiograms (ECG) have been taken. In 61 of 
these the ECG was abnormal (low P waves, prolonged 
P-R interval, and delayed intraventricular conduction). 

Clinically, no specific findings in the cardiovascular 
system were recorded in any of the published series. 
Radiography revealed heart enlargement in 22% of the 
cases, and in half of these the ECG was abnormal. The 
authors describe in detail their investigations of 6 cases, 
in 3 of which there were radiographic signs of cardiac 
enlargement. All showed some ECG abnormality of 
the type mentioned above. The findings with the 
Nickerson ballistocardiograph are also recorded. 

To 2 of the patients they administered atropine, and 
later tetraethylammonium chloride, but were unable to 
evoke any change in heart conductivity, suggesting that 
vagal hyperactivity was not responsible for the changes. 


They also investigated by serial electrocardiography and 
ballistocardiography the possibility that quinine admini- 
stered to these patients therapeutically was the cause of 
the ECG changes. Their findings appear to prove that 
this is not so. 

The possibility that the ECG and radiological findings 
may be due to coronary thrombosis is discussed, but it is 
shown that ECG changes were found in 57% of patients 
under the age of 45 and only in 62% in those over 45, 
The authors conclude that it is therefore unlikely that the 
changes are due to coronary disease. It is pointed out 
that dystrophia myotonica is probably a disease of 
involuntary as well as of voluntary muscle. 

M. H. Pappworth 


1248. Mesantoin in Epilepsy. Report of 80 Cases 

N. A. BERCEL, B. FINESILVER, P. SOLOMON, E. SOMERFELD- 
ZISKIND, and E. ZIsKinD. Journal of the American 
Medical Association [J. Amer. med. Ass.] 143, 1460-1462, 
Aug. 26, 1950. 12 refs. 


An attempt has been made to determine which type 
of epileptic attack responds best to treatment with 
methoin (‘‘ mesantoin”’), and how to diminish the 
incidence of side-effects. It was used in the treatment 
of 80 patients, 36 male and 44 female, over a period of 
2 years, and the results of treatment are analysed in 72 
of these, the remaining 8 having been lost sight of. The 
patients are classified as suffering from Jacksonian 
epilepsy, grand mal, petit mal, psychomotor attacks, or 
from various combinations of the last three types. In 
some cases methoin alone was given, in an average daily 
dose of 0-6 g., while in others it was given, together with 
other forms of medication, in an average dose of 0-4 g, 
A table is given showing the monthly average number of 
attacks per patient in each group for 6 months before, 
and 6 months after, treatment with methoin was started. 
Jacksonian seizures (5 cases) were abolished entirely 
when methoin was given, either alone or with other 
drugs. Attacks of grand mal were reduced much more 
by methoin than by other drugs, but it was somewhat less 
effective in petit mal. Purely psychomotor attacks were, 
however, more frequent when methoin was _ given. 
Whether it was used alone or in combination with other 
drugs, methoin was more effective in cases in which 
more than one type of attack occurred. 

Methoin is not always able completely to eliminate the 
occurrence of seizures, as is the case with phenobarbitone 
if enough is used. On the other hand, it may be well 
tolerated by patients who are intolerant of phenytoin or 
phenobarbitone, and vice versa. Toxic effects were not 
uncommon, but it was relatively rarely that the drug had 
to be discontinued on their account. Leucopenia was 
the most important of these and may possibly have 
accounted for the one death reported. Skin rashes 
occurred in 6 patients, requiring the drug to be stopped 
in one case. Drowsiness was seen in 9 cases and in 
some was met by the use of D-amphetamine. Most 
toxic effects occurred in the first month of treatment and 
it was rare to find them if the daily dose was not greater 
than 0-6 g. The dose should be increased only gradually 
over the first month. Reginald St. A. Heathcote 
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1249. Electrical Resistance of the Skin during Induced 
Emotional Stress. A Study of Normal Individuals and of 
Patients with Internal Disease 

J. M. VAN DER VALK and J. GROEN. Psychosomatic 
Medicine [Psychosom. Med.| 12, 303-314, Sept.-Oct., 
1950. 12 figs., 26 refs. 


The electrical resistance of the skin to a direct current 
of constant low voltage was measured in a group of 
normal individuals and in patients with various diseases. 
It was recorded immediately after connexion of the sub- 
ject to the circuit (“ initial resistance *’); for 10 minutes 
after connexion, during which time no external stimulus 
was applied and the subject was told not to speak or 
move; for a period of 15 minutes in which the subject was 
given two movement orders and had to answer a set of 
standard questions; during an interview in which the 
patient’s life history was discussed. 

The mean value of initial resistance in 51 nofmal 
adults was 19,300+-1,100 ohms. Higher values were 
found in patients with peptic ulcer, essential hypertension, 
bronchial asthma, ulcerative colitis, and hysteria. Lower 
values were recorded in cases of neurocirculatory asthenia 
and thyrotoxicosis. 

During the next 10 minutes resistance decreased 
slightly in all but 13 of the normal subjects; in the 13 it 
rose. Normal “* descending’ curves were obtained in 
patients with lung disease, cancer of the stomach, 
leukaemia, and various other diseases, but “* ascending ” 
curves were often found in patients with peptic ulcer, 
ulcerative colitis, and essential hypertension. In a 
number of emotionally unstable subjects the curve of 
resistance was interrupted by many small oscillations: 
these were people who fidgeted. Irregular curves 
occurred in patients with hysteria. At the end of the 
10-minute period the subject was asked to make a hand 
movement, and later to cough. In those with descending 
curves each of these movements was followed by a fall 
in resistance and slow return to normal: the “ psycho- 
galvanic reflex’. This response was often exaggerated 
in the unstable subjects. A marked fall in resistance was 
seen in those with ascending curves. 

In the third phase of the experiment, the subject was 
asked a series of questions, some intended to arouse 
emotion, and resistance was recorded during an interview 
in which emotionally charged topics from his life history 
were discussed. In general, resistance decreased when the 
patient was able to discharge his feelings in conversation. 
If expression of emotion was controlled or inhibited, 
resistance did not diminish or rise. 

These results are held to confirm the clinical impression 
that peptic ulcer, ulcerative colitis, asthma, and essential 
hypertension occur especially in subjects who are 
“tense ’, that is, emotional, but with a strong tendency 
to control or inhibit emotional discharge. The rise in 
skin resistance during the “ silent ’ period of the experi- 


ment is taken to show that such patients experienced an 
inner disturbance but concealed their feelings. 

Some resistance curves from patients before and after 
psychotherapy are reproduced; they show a change from 
the ascending to the descending type of curve. 

Desmond O' Neill 


1250. Psyche and Blood Pressure. One Hundred Mental 
Stress Tests and Fifty Personality Surveys in Patients with 
Essential Hypertension 

R.S. PALMER. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 144, 295-298, Sept. 23, 1950. 
1 fig., 20 refs. 


A physician reports observations on variations in 
blood pressure in certain situations, with a note on the 
personality of 50 patients with essential hypertension. 

The average rise in systolic blood pressure when mental 
stress was induced was 10 to 15 mm. Hg in young male 
subjects with vasomotor instability and in patients with 
disorders other than hypertension, whereas the average 
rise in patients with essential hypertension was 21 mm. 
Hg. The rise in systolic blood pressure in the cold 
pressor test in patients without hypertension was 20 to 
30 mm. Hg; in those with essential hypertension the rise 
was usually over 30 mm. Hg. In 100 hypertensive 
patients, blood pressure was recorded every | to 2 minutes 
during a session in which the patient was asked to read 
some printed matter containing case histories of sufferers 
from hypertension. The variation in systolic pressure 
in this session was as low as 15 mm. in 9 patients, and as 
high as 40 mm. in 18 patients. Elevations in systolic 
blood pressure were found most often in association with 
discussion of hypertension and its incidence and prog- 
nosis. The initial interview between patient and doctor 
might produce a rise in pressure as high as that induced 
by any of the pressor tests. 

The personality of 26 male and 24 female patients with 
essential hypertension was studied. Nearly 40% had 
immediate relatives with neuroses, psychoses, or notable 
nervous instability. A quarter of the patients had had a 
neurosis or “nervous breakdown”. Most of them 
seemed to be extraverted in attitude, and were enterpris- 
ing, talkative, and socially well-adjusted. Explosive 
ill-temper was noted in 11. The group as a whole were 
independent, resolute, industrious, and efficient, but 
outstanding talents and skill were not found, and most of 
the patients were of average intellectual capacity. The 
chief characteristics of the group thus seemed to be 
practicality, objectivity, and adaptability. The hypo- 
thesis is advanced that this pattern is imposed by cultural 
demands, that tension may result when such an outer 
** coat ’’ does not fit the subject’s inner disposition, and 
that hypertension may be symptomatic of suppression of 
the subject’s individuality. 

[The stimulus adopted for the experimental interview 
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seems inappropriate. Tension may indeed result from an 
ill-fitting personality “* mask ’’, but no evidence is pro- 
duced that this is a cause of hypertension in the patients 
under review.] Desmond O’ Neill 


1251. A Method for the Investigation of Somatic Response 
Mechanisms in Psychoneurosis 

R. B. Matmo, C. SHaGass, and J. F. Davis. Science 
[Science] 112, 325-328, Sept. 22, 1950. 3 figs., 9 refs. 


Recent experimental work has indicated that there is, 
in psychoneurotic states, an abnormal increase in excit- 
ability in both autonomic and central nervous systems, 
The authors describe a method for testing the hypothesis 
that in such states central inhibitory function is defective. 
The subjects employed were 10 psychiatric patients, all 
with severe anxiety, and 10 controls matched for age and 
sex. The subject lay on a bed, holding in the right hand 
a rubber bulb on which he was asked to maintain a 
constant pressure. Action potentials from the right 
forearm were recorded by electromyography. Auditory 
stimuli (1,000-cycle tones of 3 seconds duration, 80 
decibels above threshold) were transmitted to the sub- 
ject through earphones; 10 stimuli were given. The 
subject was instructed to make no response of any kind 
to the tone. 

The electromyograph tracings were analysed for the 
one-second period preceding the stimulus, the three- 
second stimulus period, and the one-second period 12 
to 13 seconds after the start of stimulation. Average 
values for the ten stimuli were calculated. Differences 
were found between the responses of patients and controls. 
Muscle tension increased at the start of stimulation in 
both groups. From 0 to 0-2 second the increase was 
equal in both, but whereas in control subjects tension 
then returned to pre-existing levels, the patients showed 
a further increase which reached a peak at about 0-4 
second, when the tension in controls was almost back 
at pre-stimulus level. The difference in response in the 
0:2- to 0-6-second period between patients and controls 
was significant (P=0-01). The peak response in patients 
occurred much later than in controls: this difference 
was highly significant. 

The onset of each tone (which occurred as an audible 
** click **) thus seemed to act as a startle stimulus, and the 
immediate startle response was the same for both groups. 
Significant differences, however, appeared in response 
after the 0-2-second period, and the results are consistent 
with the hypothesis that inhibition of cortical after- 
discharge is defective in states of anxiety. 

Desmond O'Neill 


1252. Studies on the Influence of Glutamic Acid on Psychic 
Functions. (Untersuchungen iiber die Beeinflussbarkeit 
psychischer Funktionen durch Glutaminsdure) 

G. ScHWO6BEL. Nervenarzt [Nervenarzt] 21, 385-393, 
Sept. 20, 1950. 10 figs., 25 refs. 


A report is given on the treatment of 43 psychiatric 
cases with glutamic acid. The patients consisted of 15 
undernourished children with behaviour disorders, 8 
mentally retarded children, 10 adult neurasthenics, and 
10 with mild endogenous depression. Glutamic acid 


was given in increasing doses, the therapeutic dose being 
not less than 12 g. daily. Ten different tests were used 
to assess general intelligence (Binet-Simon), learning and 
numerical ability (Duker’s test) as well as deeper person- 
ality levels (Wartegg and Sceno projective tests), 
Additional information about behaviour was obtained 
from teachers and parents, and from clinical records. 
There was a marked increase in all test scores after the 
treatment with glutamic acid. The various test scores 
are discussed in detail, some showing a 65°% increase over 
the original. Projective tests revealed a better integra- 
tion of personality and a greater wealth of responses, 
In neurotics and depressives subjective improvement was 
accompanied by greater ability to concentrate and to 
relax. The results are illustrated with a description of a 
few cases and the author discusses briefly the biochemical 
aspects of this treatment and the part played by glutamic 
acid in the metabolism of the nerve cell. 
J. T. Leyberg 


1253. The Influence of Glutamic Acid on Test Perfor- 
mance 

D. G. ELLson, P. R. FULLER, and R. URMSTON. Science 
[Science] 112, 248-250, Sept. 1, 1950. 3 refs. 


The authors have repeated the experiment reported by 
Zimmerman ef al. (Psychosom. Med., 1949, 9, 175), 
which appeared to show that glutamic acid accelerates 
mental functioning in human subjects, making certain 
modifications in the procedure as originally used in 
order to eliminate possible sources of error. Two 
groups of 30 children, aged 9 to 17 years and of Binet 
I.Q. 16 to 70, were matched by pairs for age and I.Q. 
The children in the two groups lived under identical 
conditions, except for the experimental variable, in the 
Muscatatuck State School, Indiana, of which they were 
inmates. Tests were administered to both groups in 
September, 1947, February, 1948, and June, 1948, forms 
L and M of the Stanford-Binet test being alternated and 
the following four additional tests being applied on each 
occasion: the Cornell—Coxe performance ability scale, 
a tapping-rate test, a co-ordination (star-tracing) test, 
and a test of memory span for digits. After the first 
testing period, one group were given sodium-neutralized 
L(+) glutamic acid mixed with whole milk or tomato 
juice, the initial daily dose of 4 g. being increased over a 
period of 42 days to a maximum of 30 g., this dose being 
maintained for the remainder of the experimental period. 
The other group were given a placebo, also in milk or 
tomato juice, consisting of 14 g. corn sugar, 4 g. sodium 
bicarbonate, and 1 g. table salt, doses being given to both 
groups after breakfast and at 2.30 p.m. Care was taken 
to ensure that neither the test administrators nor the 
school staff knew which group received the glutamic acid 
and which the placebo. The I.Q., Cornell-Coxe, and 
tapping-test results showed significant gains (P< -01) in 
both groups, the major gain being in the first 5 months; 
the co-ordination test results showed a_ significant 
increase in time and a similar decrease in errors (probably 
related to the increase in time) in the control group, but 
not in the experimental group; and no significant 
change was found in the memory-span test. The experi- 
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mental group showed a slightly (but not significantly) 
greater gain in mean score in the I.Q. and tapping tests, 
and a smaller gain in Cornell-Coxe performance, than the 
control group. The significant difference between the 
groups in the co-ordination test, where slower and more 
accurate performance was given by the control group on 
re-testing, but not by the experimental group, “is in 
apparent agreement with animal studies which have 
shown greater activity following administration of 
glutamic acid *’, accuracy being presumed to be propor- 
tional to time taken, and to be unaffected directly by 
glutamic acid. J.C. Kenna 


1254. Psychological Studies in Treatment of Mental 
Deficiency with Glutamic Acid and Pyridoxine. (Con- 
trollo psicologico di frenastenici trattati con acido 
glutamico e piridoxina) 

S. Leviand M. L. FALorNi. Rivista di Clinica Pediatrica 
[Riv. Clin. pediat.] 48, 429-448, July, 1950. 20 refs. 


The authors have studied the effect of the administra- 
tion of glutamic acid and pyridoxine on intellectual 
performance in 10 cases of mental defect. The patients 
were all under 14 years of age and their intelligence 
quotient ranged from 0-52 to 0-95 (Terman scale). They 
were given a series of tests before starting treatment and 
again after 6 months of therapy, which consisted in the 
daily administration of 4 to 5 g. of glutamic acid and 
16 to 20 mg. of pyridoxine. The authors consider that 
some intellectual improvement was shown by a few of 
their patients. The motor performance was on the whole 
improved in a number of patients. P. E. Polani 


1255. A Case of Chronic Mania Treated with Lithium 
Citrate and Terminating Fatally 

E. L. Roperts. Medical Journal of Australia [Med. J. 
Aust.} 2, 261-262, Aug. 12, 1950. 1 ref. 


1256. Infections Resulting from Narcotic Addiction. 
Report of 102 Cases 

H. H. Hussey and S. Katz. American Journal of 
Medicine {Amer. J. Med.] 9, 186-193, Aug., 1950. 3 figs., 
22 refs. 


Narcotic addicts are extremely susceptible to certain 
types of infection. Ina group of 365 cases of narcotic 
addiction 102 showed complications: 38°% of the patients 
in the original group were heroin addicts and the majority 
of these were negroes. This last group contained most 
of the complicated cases. 

The infections seen included skin abscesses, thrombo- 
phlebitis, septicaemia, bacterial endocarditis, tetanus, 
and malaria. The source of infection was usually the 
syringe used for the intravenous injection of the narcotic, 
the same syringe being used, without sterile precautions, 
for the injection of a group of addicts. The presence 
of multiple, firm, thrombosed veins. and these various 
infections in circumstances otherwise difficult to explain 
should suggest the possibility of drug addiction. 

An interesting point was the clinical diagnosis, in 8 
cases, of acute bacterial endocarditis of the tricuspid 
valve. In these cases there was heroin addiction, 
septicaemia, and radiological evidence of pulmonary 


infarction in the absence of definite disease of the peri- 
pheral veins. This diagnosis was verified at necropsy in 
3 cases. 
Prompt treatment with penicillin gave gratifying results 
in cases in which the infection was due to a staphylococcus. 
J. B. Wilson 


1257. The Treatment of Acutely Intoxicated Alcoholics 
H. W. Smitu, G. L. McBroom, and R. G. BELL. 
Canadian Medical Association Journal (Canad. med. Ass. 
J.) 63, 250-255, Sept., 1950. 13 refs. 


Twenty acutely intoxicated alcoholic patients received 
one of the following combinations of drugs intravenously 
in random order: (1) insulin 30 to 50 units depending on 
age, weight, and body build, 150 mg. aneurin (thiamine), 
and 150 mg. nicotinamide made up to 50 ml. with 50% 
glucose; (2) insulin and glucose only; (3) aneurin and 
nicotinamide alone; (4) glucose alone; (5) normal 
saline. After a preliminary assessment of results, treat- 
ments (3) and (4) were dropped from the series and a 
further 15 cases were then studied. 

Alcohol was estimated in the blood 2 hours after 
admission and thereafter every 2 hours. Treatment was 
started 4 hours after admission. Before, and 6 hours 
after, treatment the patients were examined in order to 
assess the initial and subsequent degrees of intoxication. 
Tremor was also noted, lack of co-operation was assessed, 
and the patient’s craving for alcohol was estimated partly 
from his statements and partly from his attempts to 
obtain a drink. 

Intoxication, craving, gastro-intestinal complaints, 
tremor, and lack of co-operation were scored on a four- 
point basis (O—absent, 1—slight, 2—moderate, 3— 
striking). Improvement in these factors was recorded as 
the numerical difference between the “ initial’? and 
“final” examinations. In addition “ relaxation’? was 
assessed according to the number of hours the patient 
slept or rested; a negative ‘* sedative ’’ score was made, 
according to the amount of sedative required. The 
scores of all 7 factors were added up to give the aggre- 
gate score. A “ general impression ” score for improve- 
ment was also assigned to each patient as a check. 
As the patients were under the care of a separate physician, 
the examiners did not know which treatment had been 
administered. 

The improvement noted after treatment with insulin 
and glucose was enhanced when aneurin and nicotinamide 
were added to the intravenous infusion. Intravenous 
treatment with aneurin and nicotinaniide in saline, 
glucose alone, or saline alone was not effective. There 
was no significant difference in the rate of removal of 
alcohol from the blood or any improvement of liver 
function (as measured by bromsulphalein-retention, 
thymol-turbidity, and bilirubin tests) in different groups. 
This treatment, therefore, does not appear to act by 
removal of alcohol, but by alleviation of alcohol- 
withdrawal symptoms. 

[The method used in this paper is a good example of 
the technique originated by Kolb and Himmelsbach for 
evaluating the abstinence syndrome intensity while 
conducting research into the actions of analgesics.] 

R. Hodgkinson 
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1258. Identification of Another Epidemic Respiratory 
Disease 

T. Francis, J. J. QUILLIGAN, and E. MINUSE. 
(Science) 112, 495-497, Oct. 27, 1950. 4 refs. 


A virus (JJ), unrelated to known strains of influenza, 
was isolated in the spring of 1950 from throat garglings 
during an outbreak in Ann Arbor, Michigan, of a mild 
form of influenza associated with A-prime strains of 
influenza virus. The illness consisted of one day of 
headache, malaise, and bouts of myalgia without fever. 
Examination of sera from earlier A or A-prime epidemics 
showed that although the two diseases occurred con- 
currently, they were immunologically independent. The 
virus was serologically distinct from previously identified 
strains of influenza virus, but identical with the * virus 
1223 ” of Taylor, isolated in 1947 in an A-prime influenza 
epidemic. Nocorrelation was found on examining sera 
from cases of rubeola, rubella, infectious mononucleosis, 
atypical pneumonia, unidentified respiratory disease, and 
the common cold, and sera prepared against the mumps, 
Coxsackie, and mouse pneumonitis viruses. The name 
* influenza-C ”’ virus is suggested in view of the associa- 
tion with influenza, the basic clinical picture, the wide 
distribution of antibodies in the adult population, and 
the serological entity. J. E. M. Whitehead 


Science 


1259. The Demonstration of Antihaemagglutinins as a 
Diagnostic Aid in Smallpox. (Der Nachweis von Anti- 
hamagglutininen bei Variolapatienten als diagnostisches 
Hilfsmittel) 

W. A. CoLiier, A.’ M. Smit, and A. F. v. HEERDE. 
Zeitschrift fiir Hygiene und Infektionskrankheiten [Z. Hyg. 
InfektKr.} 131, 555-567, 1950. 10 refs. 


After a short discussion on the significance of the anti- 
haemagglutinins in serum in smallpox, a technique is 
described by which the antihaemagglutinin titre of the 
serum can be determined. For the erythrocyte prepara- 
tion citrated blood of the Java hen is washed three times 
in saline and a 1-5°4 suspension is used. For the vaccinia 
virus, wet pulp of the water buffalo is harvested 3 days 
after vaccination. This is ground in a mortar with saline 
and centrifuged for 10 to 20 minutes at a speed of 2,000 
revolutions a minute. The resulting 10° suspension is 
kept at —15° C. in closed Petri dishes. As dilution fluid 
1% horse serum in saline is used, with 0:25°% formalin 
added. This is also kept at —15°C. Inactivated sera 
from patients keep indefinitely at —15°C. The total 
volume in the test-tubes is always 0-6 ml. Tests carried 
out at 37°C. and at room temperature give identical 
results. 

In a preliminary test the highest dilution of the virus 
suspension giving a positive haemagglutination is deter- 
mined. An erythrocyte sediment with a sharp edge is 


taken as negative, one with a hazy one as positive. 
Double this agglutinating dose is used in the test proper. 
This is carried out as follows: to 10 Wasserman tubes, 
each containing 0-2 ml. of patient’s serum in falling con- 
centrations, 0-2 ml. of the diluted virus suspension is 
added. After this mixture has been allowed to stand for 
one hour at 37° C., 0-2 ml. of a 1-5°% erythrocyte suspen- 
sion is added. This mixture is shaken and left at room 
temperature for 1 to 3 hours. The antihaemagglutinin 
titre is that serum concentration which completely pre- 
vents haemagglutination. Tubes containing virus sus- 
pension, dilution fluid, and erythrocyte suspension, and 
tubes containing dilution fluid and erythrocyte suspension 
only, serve as controls. If high serum concentrations 
are used, controls with serum should also be put up to 
exclude haemagglutination by the serum itself. 

Some 800 sera from patients with smallpox were 
examined in this way. The antihaemagglutination titre 
appeared to reach a maximum in the third to fourth week 
of the disease. The geometric average titre between the 
2nd and 70th day of illness was 1 in 2,599, that of 
revaccinated persons after less than one month, one 
month, and 2 months being 1 in 149, 1 in 113, and 1 in 
99 respectively. The authors conclude that in non- 
vaccinated persons a titre of 1 in 100 confirms the 
diagnosis of smallpox ; in persons who have been 
vaccinated 3 or more years ago a titre of 1 in 800 is 
positive. In doubtful cases a rise in titre in 2 to 3 days 
is conclusive. Margaretha Adams 


1260. Clinical and Functional Studies on  Infective 
Hepatitis and its Sequelae. (Klinische en functionele 
studie van de hepatitis acuta en haar sequelae) 

P. ReGNreRS, L. DEMEULENAERE, and R. J. WUHEME. 
Verhandelingen. Koninklijke Vlaamse Academie voor 
Geneeskunde van Belgie |Verh. K. Vlaamse Acad. Geneesk. 
Belg.| 12, 165-222, 1950. 23 figs., bibliography. 


The authors studied 72 cases of infective hepatitis in 
the course of one year. They describe the clinical picture 
as follows. A prodromal phase with symptoms of 
dyspepsia and allergy lasts from one to 3 weeks and is 
important for the differential diagnosis; there is then an 
icteric phase with oliguria and pruritus. Pruritus was 
not a constant symptom: when it was missing the 
evolution of the disease appeared to be more favourable. 
Splenomegaly was found in 12 of the 52 mild cases. This 
sign was more constant in unfavourable cases. Brady- 
cardia was not observed. The convalescent phase lasted 
for several weeks, its beginning being characterized by 
increased diuresis. 

Infectious and haemorrhagic forms are described, as 
well as those accompanied by extensive oedema and those 
with pain. The importance of diagnosing the anicteric 
form is stressed, as infective hepatitis is by no means 
a harmless disease. Early signs are urobilinuria, decrease 
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in the ratio of cholesterol esters to total cholesterol, and 
retention of injected bromsulphalein. The authors 
recommend the following laboratory tests: the cephalin-— 
cholesterol test of Hanger, electrophoresis, and the zinc 
sulphate precipitation reaction, the persistence of a 
positive reaction 3 or 4 months after the onset of the 
disease being of prognostic value. A good clinical test is 
the response to exertion. 

The treatment consisted of rest in bed. The patients 
were allowed to get up only when all symptoms had 
disappeared and the results of liver function tests had 
become stabilized. Aureomycin was used in 4 cases with 
good results, while liver extract influenced favourably 
the atypical course of the disease in 6 cases. 

It is emphasized that persons who have had epidemic 
hepatitis should not act as blood donors. The injection 
needles and duodenal tubes used for a patient with 
epidemic hepatitis must be sterilized at 180° C. for one 
hour. 

Sequelae include gastro-intestinal disturbance, gall- 
bladder dyskinesia, splenomegaly, and pancreatitis. 
Hepatic cirrhosis is the most feared sequel, the diagnosis 
of which can be made by the zinc sulphate reaction. Of 
the 72 patients in this series 3 developed liver cirrhosis; 
2 of these died and one is being successfully treated with 
whole liver extract. Margaretha Adams 


See also Section Microbiology, Abstracts 1063 (a) and 
(b). 


1261. Myocarditis in Poliomyelitis 

D. M. Spain, V. A. BRADNESS, and V. PARSONNET. 
American Heart Journal [Amer. Heart J.| 40, 336-344, 
Sept., 1950. 6 figs., 15 refs. 


Myocarditis was shown histologically to be present in 
12 out of 14 subjects dying of poliomyelitis. Study of 
sections from many parts of the heart showed that there 
was great variation in any one case, but in general the 
type of lesion found could be correlated with the duration 
of the poliomyelitis before death. Early interstitial 
oedema and effusion of fibrin progressed to perivascular 
cellular infiltration, haemorrhage, focal myocardial 
necrosis, and finally diffuse or perivascular fibrosis. 
In the only case with macroscopic changes an unexplained 
tachycardia had been present during the illness. 

D. Verel 


1262. Non-specific Shock in Experimental Poliomyelitis 
G. M. Finptay and E. M. Howarp. Journal of 
Pathology and Bacteriology {J. Path. Bact.] 62, 37\- 
382, Oct., 1950. 47 refs. 


In 5 out of 6 experiments with mice infected intra- 
cerebrally with the Lansing strain of poliomyelitis virus 
an intravenous injection of T.A.B. vaccine, diphtheria 
toxoid, or a vaccine consisting of killed Haemophilus 
Pertussis brought about a more rapid onset of paralysis 
and earlier death. These differences were subjected to 
Statistical analysis and found to be significant. The 
Paper concludes with an extremely valuable summary of 
the literature dealing with the precipitation of paralysis 
in human poliomyelitis by non-specific stimuli. 

R. Hare 

M—Y 


1263. Incidence of Subclinical Poliomyelitis in an Urban 
Area according to Age Groups 

A. E, Casey, W. I. FisHBEIN, F. M. SCHABEL, and H. T. 
SmitH. American Journal of Public Health (Amer. J. 
publ. Hith\ 40, 1241-1250, Oct., 1950. 2 figs., 31 refs. 


This paper is one of a series dealing with an investiga- 
tion into outbreaks of poliomyelitis in Chicago during 
1945 and 1946. Information was obtained concerning 
three groups, contacts, non-contacts, and controls. 
The non-contacts were children living within a radius of 
one block of a paralysed patient, but who had no history 
of contact with the patient during his infectious period, 
or with any other child in the neighbourhood during the 
4 days before or after the onset of an illness whose 
features were compatible with a diagnosis of polio- 
myelitis. The controls were drawn systematically from 
areas ten blocks north, south, east, or west of the patient. 
Stools were collected over a period averaging 8 days from 
104 children in 26 “control neighbourhoods”, and 
monkeys were inoculated intraperitoneally, intranasally, 
and intracerebrally, the pooled stools of each child being 
injected into 2 or more monkeys, which were killed when 
paralysis developed or after 21 days. The contact group 
included 101 children and the non-contact group 55 
children, stools being collected and monkeys inoculated 
in the same way. 

Poliomyelitis virus was recovered from the stools of 8% 
of the controls, 11°% of the non-contact children, and from 
53°%% of the contact children. The largest infection rate 
was among children of pre-school age. The proportion 
of infected children among those aged 2 to 4 was 13:6% 
in the combined control and non-contact groups, com- 
pared with 3-8°% among those of other age groups, while 
among the contacts the percentages were 72:7 for ages 
2 to 4 and 38-6 for all other ages. The authors estimate 
that most of the children in Chicago have probably had 
one sub-clinical attack of poliomyelitis by their fourth 
birthday, and probably three-quarters of them have had 
two attacks, due either to different strains or to reinfec- 
tion, by their sixth birthday. Paralysis in poliomyelitis, 
representing a condition occurring less than once in 
200 cases, may be due to a reinfection in sensitized 
individuals, or in individuals with poor natural or 
acquired resistance. W. J. Martin 


See also Section Neurology, Abstract 1231. 
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1264. Streptococcic [sic] viridans Meningitis: a Review 
of the Literature and Report of Nine Recoveries 

A. L. Hoyne and H. Herzon. Annals of Internal 
Medicine {Ann. intern. Med.} 33, 879-902, Oct., 1950. 
Bibliography. 

Streptococcus viridans is not a common invader of the 
meninges. In an exhaustive review of the literature and 
of the records of two Chicago hospitals the authors could 
find only 69 recorded cases. With every allowance for 
unreported cases this suggests that the organism is 
responsible only for a very small fraction of the total 
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cases of purulent meningitis, though there is some 
indication that its relative frequency is increasing, 
probably as a result of the improving chemotherapeutic 
control of conditions, suchas ear and nose inflammations, 
due to the haemolytic streptococcus. 

The over-all mortality in the 69 recorded cases of 
Strep. viridans meningitis was 48°, (33 deaths). In 
31°, of cases the apparent primary source of the infection 
was ear or nose disease, in 13°% the meningitis was 
associated with subacute bacterial endocarditis, and in 
35°, no primary source could be demonstrated. There is 
nothing distinctive in the signs and symptoms of the 
disease. Both sulphonamides and penicillin, alone and 
in combination, have been used successfully in the treat- 
ment of the condition, but considerable variation in the 
therapeutic effect of these drugs has been noted, and 
strain-sensitivity tests seem important in planning the 
best chemotherapeutic attack. Full case histories of 
12 cases from Chicago hospital records are appended. 

T. A. A. Hunter 


1265. Clinical Data from the First Epidemic of Tularaemia 
in France. (Considérations cliniques sur la premiére 
épidémie francaise de tularémie) 

V. DE LAVERGNE, L. PERQUIN, J. HELLUY, and R. DorNieR. 
Semaine des Hépitaux de Paris [Sem. Hoép. Paris] 26, 
3978-3990, Oct. 14, 1950. 


An epidemic of tularaemia occurred in Eastern France 
during the winter of 1949-50. The authors discuss 
80 cases observed either in hospital or at home, assuming 
these to be the most serious, and remark that the total 
number of mild or missed cases cannot be estimated. 

In nearly all cases there was a history of contact with a 
hare, the outbreak in human beings coinciding with a 
high local mortality among these animals. Infection, 
it is claimed, usually occurs through abrasions, often 
microscopic, in the skin, though in some instances (12 
out of 80) no direct contact could be established. The 
authors consider that the disease may be transmitted by 
fomites. 

The clinical features observed are grouped into four 
main types: (1) The “ brachial”? form. This results 
from cutaneous inoculation of infected material and is 
the commonest form of the disease. After an incubation 
period of from 2 to 10 days there is an acute onset of 
fever, malaise, and often rigors. At this stage the 
disease may resemble severe influenza. After about 
8 days lymph nodes begin to enlarge, increase during a 
period of weeks, and usually suppurate; not infrequently 
sinuses form and are difficult to heal. Various cutaneous 
lesions on fingers and hands are described in detail. 
No patient died, nor have they heard of a fatal case in 
France. (2) A“ pharyngeal ” form was noted in 14° of 
cases. In this type, commonest in females (8 out of 11), 
a severe inflammation of the throat occurs, with pain and 
dysphagia. It may lead to severe inflammation of the 
cervical lymph nodes. (3) The “ conjunctival” form is 
attributable to direct infection of the eye by contact with 
infected fingers and is generally unilateral (4 cases). 
The onset is violent, with constitutional disturbance. 
Lymph nodes of the face and neck may become enlarged. 


Complete recovery is the rule, but lymph-node suppura- 
tion may take place. (4) In the “ febrile ’’ form there are 
no obvious local lesions (9 cases out of 90). Infection 
seems to have resulted from eating tainted meat. The 
onset is very acute with rigors, and pyrexia and illness 
may persist for over a month. In 2 cases there was mild 
pulmonary congestion. In addition to these forms there 
are doubtless many subclinical cases in which a diagnosis 
could only be made by laboratory tests. One case is 
reported of chronic suppurative inguinal adenitis follow- 
ing the scratch of a cat, regarded as the intermediary 
host (thorns and insects may also carry infection). 

Early diagnosis is difficult. After initial invasion there 
is a period during which lesions occur due to allergy. 
Agglutinins make their appearance some days later. 
Animal inoculation with material aspirated from lymph 
nodes is useful, provided they have not yet broken down. 
Pus from old suppurating lesions of lymph nodes is 
invariably negative (the authors consider such a negative 
finding as presumptive evidence in favour of tularaemia). 
A result from guinea-pig inoculation can be obtained in 
6 days. The intradermal reaction with diluted endotoxin 
of Pasteurella tularense is very useful. Specific agglu- 
tination may occur in titres varying from 1 in 50 to | in 
3,500. The blood count sometimes shows a mono- 
nucleosis in the early stages. 

Streptomycin in doses of from 0-5 to 1 g. daily is the 
most useful drug, though without effect on suppurat- 
ing lymph nodes. Aureomycin was not well tolerated 
by mouth, and chloramphenicol was no more efficacious 
than streptomycin. Antihistamine drugs may be given 
with advantage at the proper stage in the disease. 

Joseph Ellison 


See also Section Hygiene and Public Health, Abstract 
892. 


1266. Studies in Bacillary Dysentery. I. Failure to 
Detect Coproantibodies in Patients with Bacillary Dysentery 
(Flexner) 

L. M. GonzALez, G. ARBONA, and J. FERNOs. Journal 
of Infectious Diseases [J. infect. Dis.| 87, 194-196, 
Sept.—Oct., 1950. 6 refs. 


1267. Studies in Bacillary Dysentery. II. Antibody 
Formation in Macacus rhesus Monkeys after the Oral 
Ingestion of Living and Formalin-killed Cultures of Shigella 
paradysenteriae 

L. M. GoNZALEz, G. ARBONA, and J. FeRNOs. Journal 
of Infectious Diseases [J. infect. Dis.] 87, 197-200, Sept.- 
Oct., 1950. 6 refs. 


1268. Plague and Streptomycin: Treatment in Indochina. 
(Peste et streptomycine: essais de traitement réalisés en 
Indochine) 

J. Soucace, M. E. Farinaup, M. Tauzin, and E. 
LereBvRE. Médicine Tropicale [Med. trop.] 10, 537-548, 
May-June, 1950. 14 figs., 9 refs. 


Streptomycin was given in 14 cases of bubonic plague, 
with completely satisfactory results. The dose was 
0-5 g. intramuscularly every 3 to 4 hours, the daily total 
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being 3 to 4g. This was continued until the tempera- 
ture fell and the toxaemia lessened, when 1 g. was given 
daily. The total dose of streptomycin should not exceed 
15 g. Vascular collapse was counteracted by injections 
of cortical extract, 5 to 10 mg. daily, and if the bubo was 
already well formed, intravenous injections of Lugol’s 
solution hastened resolution. G. M. Findlay 


1269. A New Method for Treatment of Brucellosis 

W. E. HERRELL and T. E. BARBER. Journal of the Ameri- 
can Medical Association [J. Amer. med. Ass.] 144, 519- 
524, Oct. 14, 1950. 2 figs., 7 refs. 


The authors, after reviewing briefly the antibiotics 
and chemotherapeutic agents which have been used, 
either singly or in combination, for the treatment of 
human brucellosis and the experimental disease in mice, 
give a detailed account of 35 cases in which the patient 
was given, concurrently, aureomycin hydrochloride and 
dihydrostreptomycin sulphate. The diagnosis in 21 cases 
was confirmed by blood culture, the organisms identified 
being: Brucella abortus (9), Br. melitensis (7), and 
Br. suis (4), with one unclassified organism. In 4 cases 
only localized lesions were present, from which Br. 
abortus was grown once (spine), and Br. suis three times 
(thigh sinus, inguinal lymph node, lung tissues). Ten 
cases were diagnosed on the basis of the symptomatology 
and presence of high agglutinin titres. Scheduled treat- 
ment was: aureomycin orally 1 g. daily in 6-hourly doses 
and dihydrostreptomycin 1 g. intramuscularly morning 
and evening, for 12 to 14 days; in cases with localized 
lesions the treatment was continued for 28 days, the dose 
of streptomycin being halved after the 14th day. 

Temperature and symptoms subsided in every case 
48 to 72 hours after starting treatment, and no relapse 
was Observed on following-up for 9 to 19 months, with 
the exception of one patient taking aluminium hydroxide 
gel (which apparently interferes with the absorption of 
aureomycin). There were no signs of toxicity or of 8th 
nerve involvement. The symptomatology, diagnosis, 
and treatment are clearly and thoroughly described, one 
case resembling primary atypical pneumonia closely. 
— of brucellosis seemed to respond equally 
well. 

[These remarkably successful results will no doubt lead 
to further trials of combinations of antibiotics in infec- 
tions so far resistant. It would have been of interest to 
know the method of culture employed, but this is not 
stated. ] L. J. M. Laurent 


1270. Treatment of Brucella melitensis Infection with 
p-Aminosalicylic Acid. (Sul trattamento della febbre 
melitense con acido paraminosalicilico) 

A. Ciontnt. Omnia Therapeutica [Omnia therap., Pisa] 1, 
491-495, July -Sept., 1950. 


Unfortunately, aureomycin has not lived up to its 
early reputation in the treatment of brucellosis, and 
results of treatment with chloramphenicol are as yet 
difficult to assess. The search for suitable drugs there- 
fore still goes on, and a few workers have reported early 
results with p-aminosalicylic acid (PAS) which are very 
satisfactory. The author, however, has used PAS in 
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15 proved cases, all early and acute, with indifferent 
success. The drug was given in the form of the sodium 
salt in doses of 10 g. daily for 12 days: of 12 patients who 
had had no previous therapy only 2 became symptom- 
free; 3 others were given the drug after failing to respond 
to intravenous vaccine, but did not improve. These 
disappointing results were in part offset by the fact that 
patients appeared to respond more satisfactorily to vac- 
cines after a course of PAS. 

{No precise details of dosage are given, and it may be 
that the dose employed was too small.] A. Paton 


1271. Complications in Scarlet Fever Treated by Peni- 
cillin, by Sulphonamides, and Symptomatically. (Powik- 
tania w plonicy leczonej penicyling sulfonamidami i 
objawowo) 

H. OziemsKA and A. KomINek. Pediatria Polska 
[ Pediat. polsk.] 24, 668-682, Aug., 1950. 30 refs. 


Of a group of children with scarlet fever treated with 
penicillin, 63-19% were mild cases, 29-1% of moderate 
severity, and 7-1% severe cases. The figures for analo- 
gous groups of cases treated with sulphonamides were 
86%, 13-5%, and 0°5% respectively. Comparison of 
different groups showed that among children below the 
age of 3 years the incidence of complications was lower 
(28-1°%) with penicillin treatment than with sulphonamide 
or symptomatic treatment (45-1%). In the penicillin- 
treated group complications took the form chiefly of 
lymphadenitis. In patients above 3 years of age the 
incidence of complications among the groups treated in 
all three ways was approximately the same, and the 
incidence of complications involving the pharynx and 
kidneys was smallest in the group treated with sulphon- 
amides and that treated symptomatically. 

The following summary shows a list of the complica- 
tions expressed as a percentage of the total number of 
patients treated in different ways. ’ 


Age under 3 Years 3 Years and Over 
Complications Symp- Symp- 
, Peni-| Sulph- | to- | Peni-| Sulph- | to- 
cillin}onamides| matic | cillin|}onamides} matic 
Treat- Treat- 
ment ment 
Lymphadenitis 13-5 | | 23-2} 265 21-9 
Otitis media (primary) | 6-3 1-4 0 1-6 0:5 0-9 
Otitis media (second- 
ary) ion 10 76 | 0 5 3-3 
Pyelitis (primary) .. | 0 0-7 06 | 0 3 0-9 
Pyelitis (secondary) 0 0:7 2:7] 0 2°5 3-3 
Nephritis (primary) 0 0-7 06 | 0 1 0 
Nephritis (secondary) | 1:8 0 06 | 56 0:5 0 
Recurrent scarlet fever| 0-9 28 1:3 | 08 0 1-9 
Pharyngitis (secondary)} 7:2 6-4 48 | 8 0-5 2:8 
Mild pyrexia .. | 18 1-4 1:3 | 0 1 0 
Erysipelas (secondary)} — 0 0 1-4 
Arthritis (secondary) 0 0:7 06 | 56 6°5 75 
Death 0-7 06} 0 0 
Total incidence of 
complications 20:8 | 48-8 41-6 | 42:-4| 35 


The authors conclude that: (1) The cases of scarlet 
fever with which they were dealing ran a mild course. 
(2) The therapeutic effect of penicillin is most pro- 
nounced in the early stages of the disease, shortening the 
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pyrexial period and decreasing inflammatory reaction in 
the throat. (3) Penicillin does not adequately prevent 
the development of complications, especially in mild 
cases. It seems, however, to be effective in preventing 
complications in moderately severe cases and in children 
under 3 years of age. This antibiotic is very effective in 
treatment of lymph-node and aural complications. (4) 
Sulphonamides (su!phadiazine, sulphathiazole) do not 
prevent complications. (5) Penicillin should be used: 
(a) at the beginning of moderately severe and severe 
cases, and especially for patients with septicaemia; 
(6) when purulent complications arise; (c) for 6 days, in 
doses of 200,000 to 300,000 units per day. 
J. W. Czekalowski 


1272. The Problem of Relapse in Typhoid and Paratyphoid 
Fevers Treated with Chloramphenicol. (Le probléme des 
rechutes dans les fiévres typhoides et paratyphoides 
traitces par la chloromycetine) 

A. Laporte, D. Friter, G. RicorpeAu, and C. 
BETOURNE. Presse Médicale {Pr. méd.| 58, 989-990, 
Sept. 23, 1950. 10 refs. 


Although chloramphenicol has proved remarkably 
effective in the treatment of typhoid and paratyphoid 
fevers, it has not solved the problem of relapse. Many 
workers have tried to avoid relapses by prolonging treat- 
ment with the antibiotic. The present authors consider 
that relapse is due to the persistence of certain bacteria 
in the vicinity of the mesenteric lymph nodes. It was 
thought that the production of a state of therapeutic 
shock, causing vasodilatation, would facilitate exposure 
of bacteria to penetration by the drug. To test this 
theory the authors treated 38 cases of typhoid and para- 
typhoid fever with T.A.B. vaccine and pyrexial therapy 
as well as with chloramphenicol. The results obtained 
were much better than by treatment with the antibiotic 
alone. There were only two relapses in this series of 
cases. R. Wien 


1273. Chloromycetin Therapy in Typhoid Fever in Bantu 
Children 

N. FELDMAN and S. Setsy. South African Journal of 
Clinical Science [S. Afr. J. clin. Sci.) 1, 149-171, Sept., 
1950. 12 figs., 7 refs. 


Detailed case reports of typhoid fever in 12 Bantu 
children aged 3 to 10 years are presented. Diagnosis 
was generally difficult owing to the great variety of 
presenting signs. Meningitis was simulated in 3 cases, 
but the cerebrospinal fluid was clear and free from cells. 
The ** doughy ’’ abdomen of typhoid fever, giving the 
sensation on palpation of pressing a soft rubber sponge, 
and a coated, dry dorsum of the tongue associated with 
red tip and edges were valuable clinical points. The 
leucocyte count was invariably below 10,000 per c.mm., 
and ranged from 3,600 to 6,600 perc.mm. Splenomegaly 
was found in only | case, and rose spots in none. Other 
and unusual presenting signs in this series were broncho- 
pneumonia, paralytic ileus, and chorea. Abdominal 
distension was refractory to local applications. Neostig- 
mine is said to have been apparently effective in one case 
when combined with gastric suction. [However, since 


perforation occurred in this case after stimulation of 
bowel movements with neostigmine, one should be chary 
about following this recommendation.] Myocarditis 
was diagnosed in one case during the apyrexial period 
following chloramphenicol treatment, and this case 
subsequently relapsed. The electrocardiogram showed 
ST depression and T-wave inversion. 

Chloramphenicol was by far the most effective drug 
employed, both in initial infections and relapses, but it is 
not the final answer to the problem of the treatment of 
typhoid fever, which can best be solved by its prevention. 


Defervescence occurred in from 3 to 10 days. The drug’ 


had no effect on the lesions in the bowel, perforation 
occurring in one patient and haemorrhage in another 
while they were receiving chloramphenicol. The case of 
perforation was treated with chloramphenicol, strepto- 
mycin, and penicillin and the patient ultimately recovered 
after a stormy course without laparotomy. 

H. Stanley Banks 


1274. Relapse following Apparent Arrest of Leprosy by 
Sulfone Therapy 

P. T. Erickson. Public Health Reports {Publ. Hith Rep., 
Wash.] 65, 1147-1157, Sept. 8, 1950. 2 figs., 3 refs. 


This is a most important paper from the National 
Leprosarium at Carville, Louisiana. A series of 33 cases 
of the lepromatous type of leprosy were followed up for 
periods varying from 6 months to 5 years. Of these, 
21 had received an average of 2,840-5 g. of * promin”, 
and 8 an average of 602:-5 g. “* diasone’ for periods of up 
to 57 months, others a mixed therapy. In all cases the 
disease had been pronounced arrested after 12 skin 
smears at monthly intervals were found negative, clinical 
signs being absent. Yet after periods varying from 6 to 
60 months 45°%% had clinical relapses with positive skin 
smears. 
patients who had continued to take some sulphone after 
the “arrest’’ the relapse rate was only 4:5°;. These 
findings confirm the view that the sulphones are bac- 
teriostatic but not bactericidal. They do not imply that 
the drugs are not valuable, but indicate that treatment 
should be continued indefinitely. 

Clement Chesterman 


1275. The Treatment of Leprosy with French Sulphones by 
the Oral, Intravenous, and Intramuscular Routes. (Thera- 
peutique de !a lépre par les voies buccale, intraveineuse et 
intramusculaire (sulfones retard) 4 l'aide de sulfones 
frangaises) 

H. and P. Destompes. Presse Médicale [Pr. méd.] 
58, 1094-1095, Oct. 7, 1950. 9 refs. 


The effects of diaminodiphenyl sulphone and succinyl- 
diaminodiphenyl sulphone on leprosy are reviewed. 
The former drug was given to 110 patients, and the latter 
to 53 patients. Clinically, both drugs were equally 
effective. Both lepromatous and tuberculoid cases 
responded, the effect being greatest on early lepromatous 
cases. 

The authors emphasize the efficacy and lack of 
toxicity of these compounds; the regimen recommended 
below allows a large margin of safety. Anaemia and 
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gastric upsets were rare. Lepromatous reactions were 
not marked, but occurred in approximately 26% of all 
cases and sometimes necessitated reduction of dose, a 
change of drug, or a change of route of administration. 
The schedule recommended is: (a) For diaminodiphenyl 
sulphone in adults: at first 40 mg. a day by mouth, 


increased in weekly steps unti! 200 mg. a day is reached 


in the fifth week. For intramuscular use, each injection 
contained double the oral dose, and was given every 
other day only: otherwise the regimen was similar. 
(b) For succinyldiaminodiphenyl sulphone: in the first 
week 200 mg. a day (except Sundays) by mouth, increas- 
ing to 1 g. a day in the fifth week. Intramuscular 
injections were administered every other day, and 
intravenous injections daily, the total amount given being 
the same. 

Every 2 months there was one week free from treat- 
ment. Higher doses were used in individual cases. Oral 
administration is recommended as a routine, but if lack 
of absorption is suspected the intramuscular route may 
be adopted. Intravenous injections are useful during 
lepromatous reactions, or if ophthalmic lesions are 
present. W. H. Horner Andrews 


See also Section Pharmacology and Therapeutics, 
Abstract 979. 


TUBERCULOSIS 


1276. Tuberculosis in Holland 
L.H. A. HoeFNAGELS. Tubercle [Tubercle] 31, 198-209, 
Sept., 1950. 9 figs., 25 refs. 


Lack of adequate nutrition was an important causal 
factor in the rise in mortality from tuberculosis which 
occurred in Holland during the two world wars. The 
author gives details of the food situation in Holland 
during the recent war, and shows that the tuberculosis 
trends in different parts of the country were related to 
variations in diet available. Other factors responsible 
for the rise in tuberculosis mortality were the spread of 
fresh infections resulting from mobilization of the army, 
the flow of people from the towns to the country in search 
of food, and the crowding in hiding-places of members 
of the underground movement. It is impossible to 
estimate how great was the factor of psychological 
stress. 

In 1930-32 tuberculosis mortality was higher in women 
than in men: the position is now reversed, the rate being 
higher in men, particularly above the age of 30. The 
author discusses the significance of the increasing 
morbidity rates. The percentage of “light cases” 
among new cases is constantly increasing. On the other 
hand, mortality from tuberculosis has fallen from 46 per 
100,000 in 1946 to 28 per 100,000 in 1948. The author 
believes that the fact that this figure is lower than in 
most other European countries, including Great Britain, 
is due to the high standard of living of the whole popu- 
lation and to the efficiency of the dispensary system. 
Institutional accommodation has also been extended: in 
1948 there were, for each annual death from tuberculosis, 


4-1 beds for tuberculosis [the figure for England and 
Wales is less than 1-5]. B.C.G. vaccination in Holland 
** is still in its infancy ”’ [so that it is clear that, whatever 
the factors responsible for the remarkable fall in the 
tuberculosis rate in Holland, B.C.G. vaccination is not 
one of them]. M. Daniels 


1277. Congenital Tuberculosis 
F. E. Amick, M. W. ALDEN, and L. K. Sweet. Pedia- 
trics [Pediatrics] 6, 384-390, Sept., 1950. 11 refs. 


The authors record details of 4 verified cases of con- 
genital tuberculosis (the literature hitherto contained 124) 
which occurred at the Gallinger Municipal Hospital, 
Washington, D.C., between 1940 and 1949. The infants 
were all born prematurely of mothers with active tuber- 
culosis; 3 were removed immediately after delivery 
and one within an hour, and further contact rigidly 
excluded. Two of the infants died and the other 2, 
who were treated with streptomycin, survived. Three of 
the mothers were suffering from pulmonary tuberculosis 
of miliary type, one of these also having tuberculous 
salpingitis, while the fourth mother was suffering from 
active pelvic tuberculosis with peritonitis. Except for 
prematurity the infants appeared normal at birth and 
made good progress for 2 to 7 weeks. However, one 
died on the 17th day of tuberculous bronchopneumonia, 
acid-fast bacilli being demonstrated post mortem in the 
lumina and walls of the alveoli, and another died in 
the 8th week, also of tuberculous bronchopneumonia 
verified at necropsy. In the latter case additional foci, 
miliary in distribution, were found in the liver and spleen 
and contained the rare Langhans type of giant cell 
together with tubercle. bacilli. The tuberculin reaction 
(P.P.D.—2nd strength) had been positive in the 7th week 
of this infant’s life. 

The third infant developed miliary disease of the lungs 
at the 10th week: tubercle bacilli were found in the gastric 
washings, and the liver and spleen were enlarged. After 
treatment with streptomycin (60 mg. intramuscularly 
4-hourly for 4 months) the child made good progress, 
which was continuing at 2 years of age, although there 
was absence of vestibular function and mental retard- 
ation. In this case the tuberculin reaction was positive 
at 3 weeks of age. In the remaining case the infant 
developed right-sided-otitis media at 7 weeks. Antrotomy 
was performed and the diagnosis of tuberculosis con- 
firmed by smear and culture of pus, and by biopsy of a 
cervical lymph node and of tibial bone marrow. Treat- 
ment with streptomycin (0-25 g. intramuscularly 6-hourly 
for 124 days) had a good effect, and at 18 months the 
child was well, though lacking in vestibular function and 
mentally retarded. No lung lesion had developed. 

The first 3 infants were doubtless infected by aspiration 
of tuberculous amniotic fluid in utero, although there was 


-a possibility in one of these of infection during birth, 


while in the fourth case the primary lesion, otitis media, 
must have been contracted in the maternal passages. In 
order to ensure early diagnosis and treatment the authors 
advocate repeated tuberculin tests on the newborn 
infants of mothers with active tuberculosis. 

V. Reade 


of 
y 
IS 
d 
d 
g : 
is 
yf 
g 
n 
yf 
d 
y 
Ss 
| 
t 
| 
y 
] 
4 
r 
f 
| 
1 


326 INFECTIOUS DISEASES 


1278. Delayed Death in Tuberculous Meningitis Treated 
with Streptomycin and its Prevention. (Les morts 
retardées au cours de méningites tuberculeuses traitées par 
la streptomy cine et leur prophylaxie) 

E. BENHAMOU, F. DesTAING, P. VIALLET, E. ALBou, and 
M. Timsir. Presse Médicale méd.] 61, 1058-1061, 
Oct. 4, 1950. 8 figs., 28 refs. 


The authors have studied the causes of late deteriora- 
tion and death in cases of tuberculous meningitis treated 
by streptomycin. They give an account of the principal 
pathological lesions found in such cases—the block at 
the base of the brain and subsequent hydrocephalus, the 
arteritis, and the encephalitis. In all cases the essential 
factor is the non-penetration of the antibiotic to the 
tuberculous lesions. Interesting information is to be 
obtained by encephalography; the authors describe their 
technique, and review the findings relating to hydro- 
cephalus. They draw the conclusion that the funda- 
mental necessity is to introduce the antibiotic at a point 
where it will reach the lesions requiring treatment; if 
there is no block, the streptomycin should be given by the 
lumbar route; if there is spinal block, then the cisternal 
route is preferable; if the block occurs higher, the intra- 
ventricular route is the method of choice. Intramuscular 
injections of streptomycin in daily doses of 1 to 2 g. 
should be continued for a year or more. Other chemo- 
therapeutic agents should be associated with it—the 
authors give sulphones by mouth and p-aminosalicylic 
acid per rectum in all cases. M. Daniels 


1279. The Use of p-Aminosalicylic Acid in the Treatment 
of Tuberculous Meningitis. (Sull’uso del P.A.S. nella 
terapia della meningite tubercolare) 

G. Pasguinucct and G. BartoLozzi. Rivista di 
Clinica Pediatrica [Riv. Clin. pediat.] 48, 449-480, 
July, 1950. 13 figs., 27 refs. 


This paper deals with certain problems of dosage and 
route of administration of p-aminosalicylic acid (PAS) in 
relation to its concentration in the blood and cerebro- 
spinal fluid (C.S.F.) in patients suffering from tuberculous 
meningitis. The authors’ report is based on a study of 
92 patients aged | to 30 years, treated between January 
and December, 1949, about 50 of whom received intra- 
thecal PAS (sodium salt), in addition to oral and intra- 
venous PAS, streptomycin, and sulphones, which all 
patients received. 

After oral administration of a single dose of 0-1 g. 
of the acid per kg. body weight the peak blood con- 
centration of PAS was reached in 2 hours (average 
concentration of free acid, 80 yg. per ml.) and fell to zero 
in about 7 hours. Administration of equivalent amounts 
(0-137 g.) of the sodium salt by mouth resulted in earlier 
and higher peaks, and the drug was tolerated better. 
The usual daily oral dose was 0-3 g. per kg., divided 
into three doses. Single intravenous injections of the 
same amount of sodium salt resulted in a higher initial 
peak, but same type of curve and rate of fall after 
3 hours. Over 40 patients received the sodium salt by 
continuous intravenous drip in doses eqfivalent to 0-5 to 
0:7 g. of the acid per kg.; this resulted in a nearly constant 
blood level of about 100 wg. per ml. Only 2 cases of 


intolerance to PAS were observed in the 92 cases treated, 
The concentration of PAS in the C.S.F. ranged from 
less than 10 yg. per ml. to levels nearly as high as those 
in the blood: it was unrelated to the blood level, but was 
closely and directly related to the protein content of the 
C.S.F. Similarly differences in PAS concentration in 
the C.S.F. obtained from various regions were associated 
with differences in protein content. PAS (sodium salt) 
in 5%, solution mixed with streptomycin proved relatively 
non-irritant to the subarachnoid space in doses of 100 mg. 
daily (1 or 2 administrations) by the lumbar route, or 
50 mg. injected into the cisterna or the ventricles. In 
these doses, and provided the circulation of C.S.F. was 
free, PAS could be demonstrated in the fluid after 
lumbar administration for 7 to 8 hours; its diffusion 
higher up was considered satisfactory. In conclusion it 
is recommended that PAS should be given intrathecally 
as follows: by the lumbar route when the protein 
content is only moderately increased in the C.S.F. and 
the diffusion index is high; by the cisternal route in the 
presence of a low diffusion index; and by the ventricular 
route whenever the proteins in the cisternal C.S.F. exceed 
200 to 300 mg. per 100 m!., or whén there are signs of 
hydrocephalus. P. E. Polani 


1280. Changes in the Cerebral Fluid-containing Spaces 
in Chronic Tuberculous Meningitis. (Uber Verander- 
ungen der Jiquorfiihrenden Raume bei chronischer tuber- 
kuloser Meningitis) 

H. Pritss and W. BRENNER. Zeitschrift fiir Kinder- 
heilkunde [Z. Kinderheilk.] 68, 607-641, 1950. 10 figs., 
23 refs. 


The literature on encephalographic alterations in 
untreated chronic tubercuious meningitis is reviewed. 
The authors base their paper on the encephalographic 
study of 30 cases of chronic tuberculous meningitis in 
infants and young children treated with streptomycin 
intramuscularly and intrathecally at the Children’s Clinic 
of the University of Bonn. 

The first change recorded is a ballooning of the third 
ventricle or enlargement of the basal cisterna. Marked 
enlargement of the third ventricle relative to the lateral 
ventricles, in the presence of a normal fourth ventricle and 
cisterna magna, is a sign of hypersecretory hydrocephalus. 

Streptomycin treatment of chronic tuberculous menin- 
gitis is associated with the following types of hydro- 
cephalus: (a) Progressive hydrocephalus with marked 
disturbance of resorption, shown by enlargement of all 
ventricles and the cisterna magna and marked alterations 
in shape. This type was seen only in infants and very 
young children. (6) Chronic, slowly progressive, hyper- 
secretory hydrocephalus, shown by obvious ballooning 
of the third ventricle with only moderate enlargement of 
the other ventricles. The cisterna magna is normal, the 


other basal cisternae are expanded. With progress of 
the disease the lateral ventricles are further expanded. 
(c) Unilateral external hydrocephalus with an obvious 
asymmetrical enlargement of a lateral ventricle. The 
authors assume that there is simultaneous thinning of the 
cerebral hemisphere concerned. The tuberculous pro- 
cess can be halted if the ventricular system is normal or 
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only slightly or moderately enlarged, but seldom if the 
ventricles are grossly enlarged. Return to normal may 
be seen in the basal cisterna but not in the ventricles, 
which remain the same size after the hydrocephalus 
becomes stationary. 

The prognosis is bad in cases of hydrocephalus with 
marked disturbance of resorption; all such patients 
died. The prognosis is not necessarily good if the 
ventricular system is normal and the period of illness 
longer. Death was due to relapse in all grades of station- 
ary hydrocephalus. Cases of improvement with small 
initial encephalographic alterations were associated 
with fewer remaining defects than those improved cases 
with greater changes. Mental defects appeared fre- 
quently among the latter. 

Intraventricular block was never seen and spinal block 
only rarely. Its appearance did not imply a bad prog- 
nosis, for sufficient streptomycin given intramuscularly 
passed the barrier between blood and spinal fluid. 
Spinal meningeal involvement was common in tuber- 
culous meningitis, but this never stopped the passage of 
air introduced intrathecally. A. G. §. Heathcote 


1281. Results of Therapy in 265 Cases of Tuberculous 
Meningitis 

A. GALEOTTI FLorI. 
Sept., 1950. 21 refs. 


Pediatrics |Pediatrics] 6, 391-395, 


1282. Streptomycin in the Treatment of Pulmonary 
Tuberculosis 

D. WeitzMAN, F. E. DE W. CayLey, and A. L. 
WinGrieLD. British Journal of Tuberculosis [Brit. J. 
Tuberc.) 44, 98-104, Oct., 1950. 13 refs. 


The authors describe the results of the treatment with 
streptomycin of 114 cases of pulmonary tuberculosis at 
St. Stephen’s, the Seamen’s, and the Western Hospitals, 
London. The types of case treated were those in which 
previous experience suggested that improvement was not 
likely to occur with the more conventional methods of 
bed rest and collapse therapy alone. Streptomycin was 
given in two doses of 0-5 g. daily, usually for 14-day 
periods with 4-day intervals, and in most cases a total of 
90 g. was given. para-Aminosalicylic acid was also given 
in 17 cases. 

In 69°% of cases an improvement occurred which, the 
authors consider, could be attributed to chemotherapy. 
They stress the value of streptomycin treatment as a 
means of bringing more patients within the scope of 
collapse therapy, and describe six illustrative cases. 

R. H. J. Fanthorpe 


1283. Results in Some Mild Cases of Pulmonary Tuber- 
culosis after 10-13 Years’ Observation. (Nogle lette 
lungetuberkulosetilfaeldes skaebne efter 10-13 ars 
forlob) 

E. StTRANDGAARD. Nordisk Medicin [Nord. Med.] 44, 
1599-1601, Oct. 6, 1950. 3 refs. 


In 1944 the author published the result of a follow-up 
study of 283 patients, aged 15 to 59, who had been dis- 
charged from Oresund Hospital, Copenhagen, between 
1935 and 1938, after treatment for pulmonary tuber- 


culosis. All of these cases had been fresh, sputum- 
positive cases with unilateral disease affecting less than 
one-half of a lung, and none of them with cavities more 
than 2 cm. in diameter. In the cases without cavitation 
the rate of cure was not significantly affected by the 
choice of conservative or pneumothorax treatment, while 
of those with cavities 26-6% were cured by conservative 
measures, compared with 63-6% after pneumothorax 
treatment. 

Follow-up of the same series 5 years later revealed a 
practically unchanged picture. Few of the cases con- 
sidered as cured in the earlier survey had relapsed, and a 
fair number of the cases of earlier relapse after conserva- 
tive treatment were now cured, after collapse therapy. 
The author points out that at the time of first diagnosis 
tomography was rarely used, so that a certain number of 
cases with deep cavities were probably missed. 

W. G. Harding 


1284. Exogenous Reinfection and Pulmonary Tubercu- 
losis. A Study of the Pathology 

G. Canetti. Tubercle (Tubercle, Lond.| 31, 224-233, 
and 248, Oct., 1950. 28 refs. 


The author, from a study of pathological material at 
the Tuberculosis Research Laboratories of the Pasteur 
Institute, Paris, reviews the evidence for and against 
exogenous reinfection in the pathogenesis of pulmonary 
tuberculosis. 

From a survey of the literature, and from his own 
experience, he concludes that 80% of primary calcified 
foci, both in lymph nodes and in the lung, are biologically 
sterile and that usually it takes 5 years for such foci to 
calcify. In post-mortem material from patients dying 
from non-tuberculous conditions reinfection foci were 
found in 24 to 60% of cases. The number of reinfection 
foci increased with the age of the patient. At necropsy, 
301 adult subjects who had died of pulmonary tuber- 
culosis were carefully examined to establish the condition 
of the primary lymph-node focus. In 67-7% this focus 
was calcified or ossified; in 6-0% it was chalky; in 10% 
it was caseous; in 16% no such focus could be identified. 

The author concludes [with justification] that reinfection 
plays a more important part in the pathogenesis of pul- 
monary tuberculosis than does endogenous infection. 
He considers that in the future, with improvement in 
epidemiological conditions, the incidence of pulmonary 
tuberculosis due to endogenous infection will probably 
increase, with a proportionate reduction in incidence of 
exogenous reinfection. R. H. J. Fanthorpe 


1285. A Study of 200 Cases of Tuberculous Pleurisy with 
Effusion 

J. C. Siptey. American Review of Tuberculosis [Amer. 
Rey. Tuberc.] 62, 314-323, Sept., 1950. 1 fig., 14 refs. 


Two hundred consecutive cases of pleurisy with effusion, 
with or without tuberculous foci, seen in a sanatorium 
during the years 1939 to 1947, are reviewed and it is 
stressed that the condition often represents a relatively 
serious phase of tuberculosis and may at times be an 
early manifestation of an ultimately fatal infection. In 
102 patients with evidence of effusion pulmonary or 
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extrapulmonary tuberculosis developed; in 37, lesions 
classified as haematogenous developed, the most com- 
mon sites being bones (13), genito-urinary tract (9), 
peritoneum (8), and meninges (4). The time interval 
_ between onset of effusion and the development of 
_ haematogenous extrapulmonary disease varied from one 
month to 18 years, the average being 21:2 months. Of 
the pulmonary lesions 72 were on the same side as the 
effusion, 42 were bilateral, and 7 were on the opposite 
side only. Treatment was by rest in bed under a sana- 
torium regimen, and diagnostic aspiration [unfortunately 
little information about cytology or culture of the fluid 
is available] followed by treatment of any underlying 
focus. The author suggests that, had a more complete 
follow-up been possible, the frequency of spread and the 
number of deaths (14) might well have been found to be 
greater. Kenneth Marsh 


1286. Irreparable Damage due to Artificial Pneumo- 


thorax. (Uber irreparable Schaden der Pneumothorax- 
behandlung) 
—. GieRCKE. Zeitschrift fiir Tuberkulose [Z. Tuberk.} 


95, 306-307, 1950. 


Induction of artificial pneumothorax is not at all a 
reversible process. It may leave permanent changes, 
even of the unaffected parts of the lung, in its wake; these 
include gradual loss of elasticity of lung and thorax, 
atelectasis, “* falling in*’ of the hemithorax, fibrosis of 
healthy lung parenchyma, thickening of pleura, and 
emphysema of the contralateral lung. 

Serious complications of anterior pneumothorax and 
of adhesion section include effusions with resulting fibro- 
thorax and secondary bronchiectasis, and empyema with 
or without spontaneous pneumothorax and broncho- 
pleural fistula. The permanent reduction in amount of 
functioning respiratory parenchyma may be more 
extensive than after a thoracoplasty. More careful 
assessment of indications for artificial pneumothorax and 
adhesion section is recommended. An unsatisfactory 
pneumothorax should be discontinued instead of hanging 
on to a dangerous half-measure. [Proper psychological 
preparation of the patient before induction of pneumo- 
thorax should include emphasis on the possibility of 
failure and discussion of alternative forms of treatment. 
The fear of disappointing the patient by abandoning 
pneumothorax should never arise.] The treatment 
should be terminated 2 to 3 years after disappearance of 
the cavity. 

{It might be a good thing if chest physicians tried to 
induce as few pneumothoraces as possible instead of 
aiming at collapse therapy in as many cases as possible.] 

E. G. W. Hoffstaedt 


1287. Radiological and Pathological Correlation of 
Miliary Tuberculosis of Lungs in Children, with Special 
Reference to Choroidal Tubercles 

J. L. Emery and J. Lorper. British Medical Journal 
(Brit. med. J.] 2, 702-704, Sept. 23, 1950. 32 refs. 


Of 52 fatal cases of miliary tuberculosis in children 
only 18 were diagnosed by radiology, whereas 25 were 
diagnosed by the careful and repeated examination of 


the choroid, in which tubercles were seen before they 
could be demonstrated in the lungs. 

The authors agree with the opinions of others that 
miliary tubercles in the lungs can be identified only when 
they attain a certain size and density. [Newell, at the 
Sixth International Congress of Radiology showed that 
millet seeds had to be superimposed 6 to 12 times before 
a recognizable shadow was produced on an x-ray film, 
and he also asserted that shadows could be more easily 
recognized if higher kilovoltages were used. The present 
investigation serves to emphasize the fact that radio- 
graphic diagnosis can be made only at a fairly late stage; 
a more sensitive test is necessary if treatment is to be 
instituted at an earlier stage. The demonstration of 
choroidal tubercles is conclusive evidence of miliary 
tuberculosis in the presence of relevant clinical features.] 

The radiographs were submitted to a panel of two 
radiologists and two paediatricians, the majority opinion 
being accepted in each instance. The figures quoted 
above give an accurate estimate of the frequency of a 
positive x-ray picture in this disease, for most of the 
patients had been radiographed within 14 days of death, 
and the opinions expressed were checked by microscopical 
examination of several blocks obtained from the lungs at 
necropsy. R. A. Kemp Harper 


1288. Coincident Bovine and Human Tuberculosis in a 
Family 

R. M. Topp and W. D. Gray. Tubercle [Tubercle, 
Lond.]} 31, 234-235, Oct., 1950. 10 refs. 


The authors briefly review the literature of bovine 
pulmonary tuberculosis and describe a family with 
coincident human and bovine infections. 

A child had tuberculous bronchopneumonia of bovine 
origin and its paternal grandmother suffered from active 
pulmonary tuberculosis, with bovine tubercle bacilli in 
the sputum. The child had lived all its life in Liverpool 
and had received pasteurized milk. The paternal 
grandfather had died of pulmonary tuberculosis in 1926 
and his two brothers had died of “tuberculous abscesses”. 
In 1949 the child’s father died of pulmonary tuberculosis, 
the tubercle bacilli being in this case of human type. 

It is suggested that the child was infected with bovine 
bacilli from its grandmother, and that she was infected 
by her husband, whose father had contracted bovine 
tuberculosis through working in an abattoir. It is 
assumed that the child’s father, who was infected with 
bacilli of human type, had either escaped a primary 
bovine infection from his mother or, if he had con- 
tracted such an infection, was not protected from infec- 
tion with human bacilli from another source. 

R. H. J. Fanthorpe 


1289. Atypical Tuberculosis. A Case and a Discussion 
C. CAMERON. British Journal of Tuberculosis (Brit. J. 
Tuberc.] 44, 84-93, Oct., 1950. 5 figs., 13 refs. 


The author describes a case of what he regards as 
atypical tuberculosis in a boy aged 13 years. A history 
of chronic ill-health with loss of weight, loss of energy, 
loss of appetite, abdominal distension, ascites, enlarge- 
ment of the liver and spleen, and gangrene and ulceration 
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of the extremities were the main clinical features. 
Generalized lymph-node enlargement was found, and the 
histological appearances found in an abdominal node 
were suggestive of an atypical tuberculous process. 

Skin tuberculin sensitivity was absent, and Mantoux 
testing was followed on several occasions by periods of 
pyrexia and worsening of symptoms. Even after the 
intracutaneous injection of a suspension of the vole 
tubercle bacillus, sensitivity was only transient. B.C.G. 
vaccination after this gave initially a reaction similar to 
that seen in Mantoux-positive cases, but the later stages 
of the ulcer so produced conformed more nearly to the 
pattern seen in Mantoux-negative cases. Prolonged rest 
improved the patient’s condition but the disease process 
was still considered active after 2 years. 


The author discusses this case at length, particularly in 


relation to sarcoidosis, but concludes that atypical tuber- 
culosis was probably the correct diagnosis. 
R. H. J. Fanthorpe 


1290. Tuberculosis in Children 

E. KRIEGER and J. LAPAN. American Journal of Diseases 
of Children {Amer. J. Dis. Child.] 80, 725-738, Nov., 
1950. 6 refs. 


1291. The Fffect of Neomycin on Tuberculosis in Guinea 
Pigs Infected with Streptomycin-resistant Tubercle Bacilli 
A. G. Karson, J. H. Garner, and W. H. FELDMAN. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 
62, 345-352, Oct., 1950. 3 figs., 6 refs. 


The authors have previously shown that neomycin 
causes regression and healing of established lesions 
produced by streptomycin-sensitive tubercle bacilli in 
guinea-pigs (Dis. Chest, 1950, 17, 493; Abstracts of 
World Medicine, 1950, 8, 556). By means of the same 
procedure neomycin has now been shown to be similarly 
effective in the case of lesions produced by streptomycin- 
resistant organisms. Changes in the renal cortex 
characterized by tubular destruction and cellular infiltra- 
tion were, however, again seen in the treated animals. 

P. D'Arcy Hart 


1292. Experiences of Streptomycin Treatment of Extra- 
pulmonary Tuberculosis with Special Reference to Disease 
of Bones and Joints. (La nostra esperienza sul tratta- 
mento streptomicinico della tubercolosi extrapolmonare 
con speciale riferimento alle localizzazioni osteo-arti- 
colari) 

L. A. Mazzi, A. SANviCO, L. GOLA, G. CAPPELLI, 
B. Gritut, D. Zurovac, and G. Senis. Rivista di 
Clinica Pediatrica [Riv. Clin. pediat.] 48, 561-571, Sept., 
1950. 4 figs. 


1293. Experimental Tuberculosis. I. Effects of Anas- 
tomosis between Systemic and Pulmonary Arteries on 
Tuberculosis in Monkeys 

C.R. HANLON, H. W. Scott, and B. J. OLson. Surgery 
[Surgery] 28, 209-224, Aug., 1950. 12 figs., 14 refs. 


Experimenting upon 36 healthy monkeys at the Johns 
Hopkins Hospital, the authors investigated the effect of 
altered pulmonary circulation on the course of tuber- 
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culosis induced by the intravenous inoculation of human 

Mycobacterium tuberculosis. All animals received the 

same dose of the organism. In 9 cases an end-to-end 

anastomosis between a systemic and a pulmonary artery — 
was performed, in 3 an end-to-side anastomosis, and 

in 2 a similar thoracotomy operation with dissection of 

the vessels and packing of the lung but without vessel 

anastomosis; 24 were observed as controls. 

The surgical technique of Blalock was followed, either 
the innominate or left carotid artery being used. All 
animals survived the operation, but when death ensued 
from tuberculosis in from 76 to 262 days immediate 
necropsy was performed in each case and an attempt 
was made to assess the character and extent of the 
disease in each lung. 

These experiments indicated that in monkeys with 
induced tuberculosis a diversion of systemic blood into 
the pulmonary arteries produces a pathological process 
which differs from the disease in control animals. When 
this diversion is accomplished by an end-to-end anasto- 
mosis, the lung on the side of operation shows massive 
conglomerate lesions with extensive caseation. In con- 
trast, the opposite lung generally shows the miliary form 
of tuberculosis typically found in both lungs of the con- 
trol animals, including those subjected to thoracotomy 
only. In animals with anastomosis between the end of 
a systemic artery and the side of a pulmonary artery, 
caseous disease develops bilaterally, although the dis- 
tribution is not necessarily equal in the two lungs. 

The factors which may be responsible for the quantita- 
tive and qualitative changes are haematogenous dissemina- 
tion of the organisms after the disease has become estab- 
lished, increased volume and oxygen content of the blood 
circulating in the lung on the side of operation, or the 
possible increase in the pulmonary arterial pressure. 
There is need for further investigation along these lines 
and the authors are proceeding with experiments involving 
pulmonary artery ligation, production of pulmonary 
venous congestion, and alterations in environmental 
oxygen, together with variations in the time and method 
of infection. C. A. Jackson 


See also Sections Hygiene and Public Health, Abstract 
889; Pharmacology and Therapeutics, Abstract 973; 
Radiology, Abstract 1000; Microbiology, Abstract 1076; 
General Medicine, Abstract 1103. 
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1294. Technic of ‘* Conditioned Hemolysis ’’ Applied in 
the Diagnosis of American Trypanosomiasis. [In English] 
J. Muniz and M. C. F. pos Santos. O Hospital 
[Hospital, Rio de J.| 38, 617-620, Oct., 1950. 2 refs. 


Since Trypanosoma cruzi contains components with 
heterophil properties in its polysaccharide fraction, 
serum used for diagnosis of American trypanosomiasis 
must be freed from these antibodies. The polysaccharide 
fraction is prepared thus: 0-5 ml. of a 6- to 8-day culture 
of T. cruzi is washed in saline; 1 to 1-5 ml. formamide is 
added ; the mixture is shaken in a centrifuge tube and 
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heated for 10 to 15 minutes at 150° C. in a glycerin bath; 
after it is cool 5 ml. of 2N HCI (five parts in 95 of absolute 
alcohol) is added. The supernatant fluid from centri- 
fugation is placed in another centrifuge tube and 10 ml. 
pure acetone added; after shaking and allowing to stand 
for 10 to 15 minutes the whole is again centrifuged and 
the precipitate placed in a vacuum chamber to evaporate 
the acetone; the supernatant fluid is discarded. To this 
precipitate 2 to 3 ml. of physiological saline is added, the 
PH is brought to 6-8 to 7, the whole is shaken, left at 
room temperature for 2 hours and then centrifuged at 
3,000 r.p.m. for 15 to 20 minutes. The supernatant fluid 
is left overnight at 5° C. and again centrifuged. 

To 0-5 ml. of sheep or human erythrocytes 2 ml. of 
the polysaccharide fraction solution is added and the 
mixture is kept at 37°C. for 2 hours with repeated 
shaking. The cells are thrown down by centrifuging, 
washed with saline, and suspended in 100 ml. saline. 

The serum under investigation is centrifuged to remove 
any erythrocytes and inactivated and diluted | in 3. 
Absorption takes place first with guinea-pig kidney and 
and then with normal sheep erythrocytes. With the 
absorbed serum the usual series is put up, the tubes are 
shaken and placed in a water-bath at 37° C., and the 
results are read after one hour and again after 2 hours 
and expressed as the greatest serum dilution in which 
haemolysis occurs. H. Harold Scott 


1295 (a). Experimental Congenital Toxoplasmosis. I. 
The Vagina as a Portal of Entry of Toxoplasma in the 
Mouse 

D. Cowen and A. Wo rr. Journal of Experimental 
Medicine [J. exp. Med.| 92, 393-402, Nov., 1950. 20 
refs. 


In an attempt to throw light on the mode of trans- 
mission of toxoplasmosis, the authors carried out 
experiments on female mice inoculated by the vaginal 
route. This route was selected because it was thought 
that it might be the portal of entry in natural human 
infections. 

The infective material was obtained from the brain of 
mice in which human strains of Toxoplasma were 
maintained by intracerebral and intraperitoneal passages. 
The toxoplasma-infected mouse-brain suspension was 
introduced into the vagina of 365 female mice after some 
had been mated. Toxoplasmic infection occurred in a 
large proportion of the animals, the incidence in pregnant 
animals being 82%, in mated animals without evident 
pregnancy 46%, and in virgin mice 27%. The majority 
of infected mice showed no symptoms of disease, but in a 
minority there were neurological and respiratory dis- 
turbances. Pregnant mice frequently succumbed to the 
infection in the terminal stages of pregnancy or shortly 
after parturition. 

The authors discuss the possibility that the vagina 
might serve as a portal of entry in human toxoplasmosis 
by transmission from the male during sexual intercourse, 
or by contamination with infected faeces or urine. 
It is admitted, however, that there is no evidence to sup- 
port these views. It is thought that the high susceptibility 


of pregnant mice to toxoplasmosis might explain the high 


incidence of congenital human toxoplasmosis and the 
symptomless infection of the mothers, who are com- 
parable to those pregnant female mice which acquired a 
symptomless infection after vaginal inoculation. 

C. A. Hoare 


1295 (6). Experimental Congenital Toxoplasmosis. I], 
Transmission of Toxoplasmosis to the Placenta and Fetus 
following Vaginal Infection in the Pregnant Mouse 

D. Cowen and A. Worr. Journal of Experimental 
Medicine {J. exp. Med.| 92, 403-416, Nov., 1950. 5 figs., 
4 refs. 


In the preceding paper (Abstract 1295 (a) ) the authors 
demonstrated that toxoplasmosis can be transmitted to 
mice by inoculation of infected material into the vagina. 
The present paper deals with transmission of the disease 
to the offspring of pregnant mice infected by the vaginal 
route. 

After the animals had died of the infection, or were 
killed at various stages of pregnancy, the maternal tissues, 
placentae, and foetuses were examined microscopically, 
and material was inoculated into test animals in order to 
demonstrate the presence of parasites before they could 
be detected visually. 

It was shown that the infected mice transmitted toxo- 
plasmosis to the placenta and to the foetus in utero. 
The parasites inoculated into the vagina produced primary 
foci in its wall, from which they entered the blood stream, 
whence they were carried to various tissues, including 
the placenta, in which they produced disseminated lesions 
between the 3rd and the 9th day of pregnancy. From 
the placenta the toxoplasms were carried into the foetal 
circulation. They could be demonstrated in suspensions 
of foetal tissues from the 17th day of pregnancy by sub- 
inoculation of test animals, but histological examination 
of foetuses failed to reveal any lesions. It is concluded 
that before birth the parasites are restricted to the foetal 
blood stream. 

In discussing the bearing of their experiments on con- 
genital toxoplasmosis in man, the authors suggest that the 
maternal parasitaemia during pregnancy necessarily 
precedes invasion by the parasites of the placenta and 
foetus, irrespective of the portal of entry into the mother. 
It is thought that in the human being this occurs early in 
the course of the maternal infection. It is also suggested 
that some cases of spontaneous abortion and foetal 
death in man are due to inapparent toxoplasmosis, as in 
the case of mice. C. A. Hoare 


1295 (c). Experimental Congenital Toxoplasmosis. IL. 
Toxoplasmosis in the Offspring of Mice Infected by the 
Vaginal Route. Incidence and Manifestations of the 
Disease 

D. Cowen and A. Worr. Journal of Experimental 
Medicine [J. exp. Med.] 92, 417-429, Nov., 1950. 18 
refs. 


Having in the preceding two papers (Abstracts 
1295 (a) and (4) ) demonstrated that vaginal inoculation 
of pregnant mice with Toxoplasma results in their infec- 
tion and in transmission of the infection to the foetuses 
in utero, the authors now give an account of the course of 
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Toxoplasma infection in the surviving offspring of such 
mice. 

Congenital toxoplasmosis occurred only in those 
young mice whose mothers had been infected between 
the 7th and 9th days of pregnancy, whereas the offspring 
of those infected later were normal. On the other hand, 
female mice infected before the 7th day had a placental 
infection, but usually did not give birth to viable young. 
The highest incidence of congenital toxoplasmosis (57-6%) 
resulted from two vaginal inoculations, on the 8th and 
9th days of pregnancy. The majority of the infected 
young mice remained symptomless; in some, however, 
development was retarded, and others became ill or died 
between the 2nd and 4th weeks of life. Pathological 
changes were absent from newly-born mice, but developed 
after the 9th postnatal day. 

The authors finally discuss the bearing of the foregoing 
observations on congenital toxoplasmosis in man. It 
would seem that any portal of entry—not necessarily the 
vagina—which produces maternal parasitaemia during 
pregnancy might lead first to infection of the placenta 
and ultimately of the foetus. In pregnant women there 
is a long period in which transplacental transmission to 
the foetus may take place. When it occurs shortly before 
parturition, signs of toxoplasmosis in the human infant 
may not become evident until several weeks after birth. 
However, when the foetus becomes infected long before 
parturition the symptoms may be present at birth. The 
symptomless infections observed in many mice also have 
their parallel in human cases. C. A. Hoare 


1296. Incidence of Toxoplasma Infection in North-west 
England. Transmission of Antibody from Mother to 
Foetus 

A. MacDonaLp. Lancet [Lancet] 2, 560-562, Nov. 18, 
1950. 7 refs. 


The incidence of toxoplasmosis in north-west England 
was investigated by testing 12 children with clinical signs 
(chorio-retinitis and cerebral calcification), 88 with 
doubtful signs, and a control series of 350 subjects (150 
blood donors, 100 normal children under 10 years, and 
100 other adults serologically). 

In 10 of the 12 clinically diagnosed cases, 6 of the 88 
doubtful cases, and 13 of the controls, the complement- 
fixation reaction for toxoplasmosis was positive. Among 
the 100 normal children under 10 years there were no 
positive reactions, so that the incidence of symptomless 
infection in the adults in the control series was 5%. This 
means that it is impossible to diagnose congenital toxo- 
plasmic infection in a child solely by examination of the 
maternal blood. 

Re-examination of mothers’ sera at intervals showed no 
detectable loss of complement-fixing antibody during 
Periods as long as 12 months, but whether this was due 
to continued infection or merely to a continuing stimulus 
to antibody formation is not known. The findings of 
Sabin and Feldman were confirmed; these workers had 
shown that antibodies from mothers who had given birth 
to infected infants were transferred in subsequent preg- 
Nancies to infants who remained uninfected and whose 
transferred antibodies disappeared after 4 to 5 months. 
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It is suggested that possibly maternal antibody is 
protective to the foetus, and that only those mothers 
infected during pregnancy are likely to give birth to 
infected infants. This would mean that subsequent 
children are likely to be born uninfected. 

Wilfrid Gaisford 


1297. Congenital Toxoplasmosis. 
in Twins 

H. G. FARQUHAR. Lancet [Lancet] 2, 562—564, Nov. 18, 
1950. 4 figs., 21 refs. 


An infant aged 8 months, one of twins who had weighed 
4 Ib. 2 oz. and 4 Ib. (1-8 kg.) at birth respectively, was 
taken to hospital for investigation because of right-sided 
microphthalmia (noted shortly after birth), increasing 
size of the head (noted from 5 months of age) and failure 
to progress as wel! as her twin brother. 

On examination she was found to have chorio-retinitis, 
and radiography of the skull showed fine calcification in 
front of and above the sella turcica. Ventriculography 
revealed gross hydrocephalus. Her twin brother was 
clinically and radiologically normal, apart from a very 
mild degree of perimacular atrophy. For toxoplasma 
antibodies the dye test was positive to a titre of 1 in 512 
in both twins and | in 256 in the mother; the father gave 
a negative reaction. The complement-fixation reaction 
was positive to 1 in 40 in both twins and 1 in 20 in the 
mother, and negative in the father. 

It would appear that the girl twin had characteristic 
signs of toxoplasmosis, while her brother and mother had 
a symptomless infection. It is suggested either that the 
brother had a greater resistance to the disease or that ° 
fewer parasites entered his blood. The fact that his 
antibody titre was higher than his mother’s points to 
actual toxoplasmic infection rather than maternal 
transmission of antibodies. Wilfrid Gaisford 


Report of Two Cases 


1298. Toxoplasmosis Complicated by Chickenpox and 
Smallpox. Report of a Case 

I. D. Ritey and G. C. Arnett. Lancet [Lancet] 2, 
564-565, Nov. 18, 1950. 1 fig., 13 refs. 


A premature infant who weighed 4 Ib. (1-8 kg.) at 
birth had a series of convulsions at the age of 9 months. 
She was found to have plagiocephaly, left micr- 
ophthalmia, and bilateral chorio-retinitis. Radiographs 
of the skull showed diffusely scattered areas of calcifica- 
tion in the brain. The cerebrospinal fluid contained an 
excess of globulin and 100 lymphocytes per c.mm.; 
the blood showed an eosinophilia of 8°%. The dye test for 
toxoplasmosis was positive to a titre of 1 in 256 and the 
skin neutralizing test gave a value of 100 skin-test doses, 
the results being identical in the infant and her mother. 

The infant developed varicella 3 months later; 2 weeks 
after that she was exposed to variola, which she con- 
tracted, and from which she died. Necropsy was not 
performed. 

In view of the completely negative maternal history and 
the cerebrospinal-fluid findings in the infant, it is con- 
cluded that the infant suffered from congenital toxo- 
plasmosis and that the mother had a symptomless 
infection. Wilfrid Gaisford 
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HELMINTH INFECTIONS 


1299. Chronic Schistosomiasis Japonica: Diagnosis by 
Rectal Biopsy with Description of Sigmoidoscopic 
Abnormalities 

L. W. Hamrick, E. A. Creve, and R. P. Carson. 
American Journal of the Medical Sciences |Amer. J. med. 
Sci.] 220, 393-399, Oct., 1950. 2 figs., 24 refs. 


Schistosomiasis is endemic in the Phillipine islands of 
Leyte, Samar, and Mindanao. No evidence of the 
disease was discovered on clinical examination of 80 
Filipino soldiers who had previously resided in these 
islands. By rectal biopsy, however, the presence of 
schistosomiasis was established in 30 cases. Pieces of 
the mucosa and submucosa were removed from the 
edge of the second valve of Houston, and preparations of 
semitransparent tissue films were found on microscopical 
examination to contain the ova of Schistosoma japonicum. 
The ova were also demonstrated in standard histological 
preparations, but sometimes examination of 8 to 14 serial 
sections was necessary. As the ova were seen to be 
more abundant in the submucosa than in the mucosa, 
and as diffuse fibrous-tissue reactions and pseudotubercles 
were often encountered, it was clear that scraping the 
mucosa and mechanical suction would have failed to 
remove the ova. 

Microscopical examination of the stools showed the 
presence of ova in only 8 cases, which again points to 
the importance of rectal biopsy examination. With 
regard to the technique, the method of acid-ether con- 
centration was found to be of greater value than either 
sedimentation or direct examination of the faeces. 
Whenever rectal biopsy failed to reveal the presence of 
ova, examination of the stools was equally unsuccessful. 
On sigmoidoscopy submucosal nodules were observed 
in 21 cases in the rectum and in the lower part of the 
sigmoid colon. In 2 instances the lesions were found by 
digital examination. The sigmoidoscope was of assis- 
tance in the detection of other abnormalities, such as 
polypoid lesions, red granular areas, dilated venules, and 
diffuse thickening of the bowel wall. Antimony pre- 
parations were used in the treatment of 4 patients, but 
further biopsy study indicated that the treatment had not 
succeeded in eradicating the ova. A. Garland 


1300. Diagnosis of Schistosomiasis. (Diagnostico da 
esquistosomose) 

D. VascCONCELLOS and J. FerremaA Lima. O Hospital 
[Hospital, Rio de J.\ 38, 435-449, Sept., 1950. 2 figs., 
29 refs. 

The degree of infestation by Schistosoma mansoni in 
the north-eastern parts of Brazil is so great that it 
constitutes one of the chief public health problems. 
Prevalence in these districts is due to the insanitary state 
of the rural areas, ignorance on the part of the people as 
to its mode of spread, the general state of pauperism, and, 
lastly, the fact that no uniform or sustained scheme of 
action has been undertaken to deal with it. There is no 


doubt that the degree of infestation is on the increase. 
Thus, in Belo Horizonte, the index of infection in 1920 


was recorded as 0-49%; in 1938 it had risen to 11-6%:; 
in 1944 there were said to be 20,000 infected persons in 
the capital. Recent reports show that of 50,501 school- 
children between 7 and 14 years of age 24-9% were 
infected by S. mansoni. In more than half of the 89 
districts named in a table the figure was higher than this, 
and in a little under half (37) it was lower. In this table 
all grades are represented, from a ni/ return among 227 
examined in Triunfo to 152 positive among 168 at Chj 
de Alegria (90-5°%). 

Diagnosis was made either directly by discovery of the 
ova in the excreta, by examination of the duodenal con- 
tents, or by hepatic or rectal biopsy examination, or 
indirectly by Fairley’s intradermal reaction, by the 
precipitin test, or by a complement-deviation test. 
Because excretion of ova may be irregular, examination 
was, if necessary, repeated at intervals and concentration 
methods were used. 

The authors rarely saw ova in the urine (once among 
533 patients at the Recife Military Hospital), although 
Bockus has reported finding them in 5°, of cases. In 
only a few cases was liver puncture carried out, because 
of the risk of ** haemorrhage or other accident”. Rectal 
biopsy examination revealed ova in many cases without 
ova in faeces, but on no occasion did the reverse hold 
good. Rodrigues da Silva, examining 300 suspects, 
found 100 cases positive by rectal biopsy, but only 40 by 
examination of faeces. 

Mainzer’s method of provoking eosinophilia in order 
to recognize latent infection was tried. This consists of 
three injections of tartar emetic intravenously on alternate 
days. An eosinophilia of 4°, became in one case 24%, 
another of 15° became 36°,, but, strange to say, in 
one patient with 41°% eosinophilia before the injections 
the figure fell to 31°, after them, although viable ova 
were seen on rectal biopsy examination. It is suggested 
that the test may prove of service in assessing the results 
of treatment. H. Harold Scott 


1301. Human Onchocerciasis in French African Negroes: 
a Social Disease. (L’onchocercose humaine en afrique 
noire francaise; maladie sociale) 

R. Puyueto and M. M. Houstein. Medicine Tropicale 
[Méd. trop.| 10, 397-510, May-June, 1950. 15 figs. 
bibliography. 

This monograph on onchocerciasis, with special re- 
ference to conditions in Haute-Volta, does not lend itself 
to detailed abstraction. The incidence of blindness in 
persons suffering from onchocerciasis varies in different 
areas in the basin of the Volta, but 1,838 blind persons 
were seen among the total of 8,094 patients with involve- 
ment of the eyes. Details are given of 70 cases treated 
with the French equivalent of hetrazgn, known as 
* notézine Microfilariae were destroyed after 4 to 
6 days of treatment, but the adult worms were killed only 
after 30 to 45 days’ treatment, There was an improve- 
ment in 90 to 100°, of ocular cases of onchocerciasis 
treated with hetrazan, some patients being able to resume 
work. However, hetrazan caused very severe allergic 
reactions, especially during the first 5 days of treatment, 
and anti-histamine drugs had to be given for 2 or 3 days 
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before administration of the hetrazan. Hetrazan should 
be given by mouth and directly into the nodules. Chemo- 
therapy followed by surgical treatment gives the best 


hope of cure. Chemoprophylaxis by hetrazan on a large 
scale has been started. In Mexico and Guatemala all 
nodules are removed first and then hetrazan_ is 
administered. G. M. Findlay 


OTHER INFECTIOUS DISEASES 


1302. Chloramphenicol in the Treatment of Scrub Typhus 
in Indochina. (La chloromycectine dans !e traitement du 
“ scrub-typhus en Indochine) 

M. E. FARINAUD, G. Livy, and H. Preézitres. Medicine 
Tropicale [Méd. trop.) 10, 511-529, May-June, 1950. 
8 figs. 

Details are given of 7 cases of scrub typhus in Indo- 
china treated with chloramphenicol. The drug was given 
for3 to Sdays. The initial dose was 6 g. and the average 
total dose wiis 12 g. No relapses occurred and the start 
of treatment was promptly followed by a fall in tempera- 
ture and amelioration of symptoms. G. M. Findlay 


1303. Spontaneous Pneumothorax in the Course of O 
Fever. (Pneumotorace spontaneo in decorso di febbre 
Q) 

F. Sicutert and L. Corti. Policlinico, Sez. Pratica 
[Policlinico ( prat.)| 57, 1257-1262, Oct. 2, 1950. 4 figs., 
Il refs. 


1304. Clinical Features of Aricteric Leptospirosis. 
(Zur Klinik der anikterischen Leptospirose) 

F. Braucu. Deutsches Archiv fiir Klinische Medizin 
[Dtsch. Arch. klin. Med.| 197, 543-560, 1950. 2 figs., 37 
refs. 


During the last few years the author observed 40 cases 
of anicteric leptospirosis in different parts of Europe. 
In the series under review agglutination reactions were 
Positive with Leptospira grippo-typhosa, L. canicola, and, 
during a major epidemic, in 2 cases with L. bataviae 
and in one case with L. icterohaemorrhagiae. 

In general the onset was acute with high fever, the 
temperature falling to normal after 4 to 8 days to rise 
again after 1 to 3 days (diphasic temperature curve). 
Systolic and (especially) diastolic blood pressures were 
low, particularly during convalescence; this was accom- 
panied by attacks of syncope. A vagotonic bradycardia 
lasting 4 to 6 days appeared shortly after the temperature 
fell to normal. Liver function was impaired in the few 
cases investigated. The craving for food, noticed in some 
Patients in the early stages of convalescence, is regarded as 
asign of hypoglycaemia. Urine tests and kidney func- 
tion investigations failed to reveal signs of nephritis. 
Almost every patient in the series had a raised erythrocyte 
sedimentation rate. The blood picture was typical, witha 
Moderate leucocytosis during the acute febrile phase, 
a marked shift to the left, and a lymphopenia and 
eosinopenia. After the febrile stage, the number of the 
eosinophils and lymphocytes rose to values above 
normal. 


One patient developed a fairly generalized lympha- 
denitis, an event not surprising in view of the relation 
to Treponema pallidum. As in syphilis, there are 
favourable reports of penicillin treatment. Another 
point of resemblance to syphilitic infection is the common 
involvement of the meninges. Changes in the cerebro- 
spinal fluid in leptospiral meningitis are usually only 
found after the Sth or 6th day (the number of cells and 
the protein content being increased). These changes 
may persist for several weeks and explain the attacks of 
headache and vasomotor disturbances during con- 
valescence. 

In 4 patients the gastric juice was investigated 2 weeks 
after the febrile stage: in 3 the fasting juice was anacid 
and response to caffeine was poor. In the 4th case 
the gastric juice remained anacid after giving caffeine, 
but there was a normal response to histamine. This 
anacidity may play some part in susceptibility to infection 
by the oral route, for leptospirae are not viable in an acid 
milieu. For patients with low gastric acidity and likely 
to be exposed to infection, especially in a hot climate, 
the prophylactic use of dilute hydrochloric acid is 
recommended. There is so far no evidence of trans- 
mission of the disease from one person to another. 

E. Deutsch 


1305. Studies on Experimental Histoplasmosis. IV. A 
Comparison of the Virulence of Five Strains of Histoplasma 
capsulatum by Intracerebral Inoculation of Male DBA 
Line 1 Mice 

A. Howe. and G. F. Kipkie. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.| 36, 547-554, Oct., 
1950. 1 fig., 5 refs. 


1306. Experimental Histoplasmosis of Skin and Mucous 
Membranes in Rabbits 

FE. L. Hazen and E. D. TAHLER. Journal of Investigative 
Dermatology [J. invest. Derm.] 15, 205-214, Sept., 1950. 
8 figs., 27 refs. 


1307. Two Cases of Human Infestation by Larvae of 
Linguatula serrata 

W. St. C. Symmers and K. VAcreris. Journal of Clinical 
Pathology (J. clin, Path.) 3, 212-219, Aug., 1950. 5 figs., 
12 refs. 


1308. The Penetration of the Host Tissue by the Harvest 
Mite, Trombicula autumnalis Shaw 

B. M. Jones. Parasitology [Parasitology| 40, 247-260, 
Oct., 1950. 10 figs., 20 refs. 


During the second world war the high incidence of 
mite-borne typhus among Allied troops in the Far East 
centred attention on the importance of learning as much 
as possible concerning the life-cycle and habits of the 
mite, Trombicula, which transmits the disease. The 
present paper is an interesting and detailed study of the 
anatomy of the mouth-parts and of the digestive tract 
of T. autumnalis and of the remarkable tissue canal which 
the mite forms in the skin of its host. The author 
describes the initial piercing of the host's skin by the 
cheliceral claws of the mite and the formation of the 
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tubular tissue canal by the laying down of superimposed 
keratinized protective tissues around it. Former workers 
were puzzled as to how this single canal could serve both 
as a tube for suction and for the injection of the saliva. 
The author shows that the two processes alternate and 
that this alternation explains also the curious beaded 
outline of the tissue canal and the deposition of protective 
tissue around it. ‘R. M. Gordon 


1309. A Comparative Study of Antihyaluronidase, Anti- 
streptolysin Antistreptokinase, and Streptococcal 
Agglutination Titres in Patients with Rheumatic Fever, 
Acute Hemolytic Streptococcal Infections, Rheumatoid 
Arthritis and Non-rheumatoid Forms of Arthritis _ 

R. W. Quinn and S. J. Liao. Journal of Clinical 
Investigation |J. clin. Invest.] 29, 1156-1166, Sept., 1950. 
12 figs., 45 refs. 


The authors made a comparative study of the anti- 
bodies liberated in the body as a result of haemolytic 
streptococcal infection. Quantitative tests for the 
presence of these antibodies in the blood were made in 
the following groups of subjects: (1) patients with, and 
convalescent from, acute S-haemolytic streptococcal 
infections; (2) patients with active rheumatic fever; 
(3) those with inactive rheumatic fever; (4) patients with 
rheumatoid arthritis; (5) patients with non-rheumatoid 
forms of arthritis; and (6) normal subjects. The anti- 
bodies studied were: (a) antistreptolysin “* O”’; (5) anti- 
streptokinase; (c) antihyaluronidase; and (d) agglutinins 
to autoclaved streptococci. 

A rise in titre was observed for all the antibodies in 
patients suffering and convalescent from haemolytic 
streptococcal infection and active rheumatic fever. 
Those with rheumatoid arthritis showed a significant rise 
only intheagglutinin titre, and those with non-rheumatoid 
forms of arthritis showed no consistent change in 
antibody titre as compared with normal subjects. It is 
suggested that these differences in antibody pattern are 
indicative of fundamental differences between the 
diseases, and might be used as the basis of a test for the 
diagnosis of acute rheumatism, provided recent infection 
with haemolytic streptococci is excluded. = §. Karani 


1310. Oral Penicillin Prophylaxis in Rheumatic Fever 
Patients 

M. Brick, H. McKINLey, M. Gour.ey, T. E. Roy, and 
J. D. KettH. Canadian Medical Association Journal 
[Canad. med. Ass. J. 63, 255-258, Sept., 1950. 1 fig., 
7 refs. 


A group of children who had suffered from rheumatic 
fever and who received 50,000 units of oral penicillin 
thrice daily for 2 years were compared with a control 
group of 38 similar children as regards (1) the occurrence 
of 8-haemolytic streptococci in repeated throat cultures; 
(2) the number of upper respiratory infections; 


(3) recurrence of rheumatism. The groups were made 
as similar as possible as regards sex, age, and duration 
of illness. Blood penicillin levels in 10 children after a 
single 50,000-unit dose averaged 11 units per ml. after 
one hour, 0-035 unit per ml. after 2 hours, and 0-025 unit 
after 3 hours. 


During the 2 years of the trial 52 throat swabs out of 
576 in the control group grew f-haemolytic streptococci, 
but only 3 out of 570 in the penicillin-treated group grew 
the organism. The authors conclude from this that 
haemolytic streptococci can be largely eliminated from 
the throat by the above dosage, and that this would be a 
useful safeguard in a community of children during an 
epidemic. There was no epidemic during the trial. A 
gradual increase in the number of positive cultures 
occurred in the autumn and early winter, reaching a peak 
in March. There were 158 colds in the control series 
and 151 in the treated group. 

There were 6 cases of rheumatic recurrence in the 
control group, including 2 patients with streptococci in 
their throat and 5 with a raised antistreptolysin titre, 
In the treated group, among the 3 patients with recurrence 
none had haemolytic streptococci in the throat, but all 
3 had a raised antistreptolysin titre. The numbers were 
not large enough to draw clear-cut conclusions, but there 
was suggestive evidence that the recurrence rate is reduced 
by giving penicillin. There were no cases of a rash or 
allergic reaction in the series. R. Hodgkinson 


1311. Reiter’s Disease: a Case Successfully Treated with 
Aureomycin 

H. Kors and E. A. Brown. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph., Chicago] 62, 391- 
394, Sept., 1950. 10 refs. 


The case is reported of a man, aged 20, who first came 
under treatment at the Boston City Hospital in 1944 
with urethritis, conjunctivitis, and arthritis of the left 
knee. He was treated with sulphadiazine, apparently 
with success. Later that year the urethral discharge, 
conjunctivitis, and arthritis recurred and he was again 
admitted to hospital. Investigation showed a leuco- 
cytosis of 12,000 per c.mm., but the condition responded 
to sulphadiazine as before. He was admitted for a 
third time in 1946 with urethritis and a swollen left knee 
and, shortly afterwards, the conjunctivitis again became 
evident. This time he was treated with penicillin and 
was discharged from hospital 13 days later. The condi- 
tion recurred, however, after 2 months, with urethritis, 
conjunctivitis, and a swollen left heel. He was then 
treated with aureomycin, 100 mg. per kg. body weight 
being given in the first 24 hours, followed by 75 mg. per 
kg. daily for one week, after which time the daily dose 
was reduced to 50 mg. per kg. [total dose not stated]. 
Improvement was immediate and the urethral, eye, and 
joint symptoms cleared by the third day. When seen 
25 days later he was apparently well. 

It is claimed that this is the first recorded case of Reiter’s 
disease to be treated with aureomycin. [No investiga- 
tions for pleuro-pneumonia-like organisms are reported 
as having been undertaken either in the patient or his 
consort(s).] 

[Reiter’s disease is attracting increasing attention in the 
U.S.A. at a considerable interval after similar interest 
was aroused in Great Britain. It is noteworthy also that 
in the U.S.A. non-specific urethritis is regarded as much 
less of a problem than it is in Britain.] 
R. R. Willcox 
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1312. Plague in Java, 1910-1912 
N. H. SWELLENGREBEL. Journal of Hygiene [J. Hyg., 
Camb.} 48, 135-145, June, 1950. 


The author gives an illuminating account of how a 
disease may establish itself and spread in the absence of 
adequate knowledge of its bionomics for any particular 
area. Plague first entered Java in 1910, probably through 
the port of Surabaya. Its presence was undetected, 
although many deaths occurred, until the eastern quarter 
of the island had been invaded. Death had, in most 
cases, been rapid and without bubo formation, and not 
until the indigenous population became frightened was 
the diagnosis suspected. Europeans and wealthy Indo- 
nesians were rarely affected, the epidemic being mostly 
confined to the poor. 

Knowledge of plague was then largely based on the 
reports of the Indian Plague Commission, in which the 
disease was stated to be mainly one of rats. No dead 
rats had, however, been found in Java, and of many 
thousands killed (ostensibly in houses) none harboured 
Pasteurella pestis. \t was therefore thought by many of 
the practitioners of the island that direct case-to-case 
infection must be responsible for the transmission of the 
disease in Java. However, the rats killed were shown, by 
van Loghem, to be Rattus brevicandatus, a species which 
does not visit houses until after the harvest, which had 
not yet been gathered. Careful examination of houses 
now showed that house rats such as R. alexandrinus, many 
of them dead and infected with plague, were present in 
the bamboo beams, where they had previously remained 
undetected, and the policy of the Health Officers in 
concentrating attention on rats appeared justified. 
Examination of the clothing and luggage of nearly 
57,000 healthy people was undertaken, and although 
only three rat fleas were found—two Xenopsyila cheopis 
and one Stivalius cognatus—while the clothing of 
1,829 plague contacts yielded 7 X. cheopis only, the fact 
that rat-fleas were found at all provided support for the 
theory of transmission of the disease to human patients 
by rats. Rat-proofing of houses was therefore made 
“ the backbone of anti-plague activity ” and, with Otten’s 
vaccine, was effective in preventing further epidemics. 

W. H. Horner Andrews 


1313. Our Emblem the Serpent 
H. St. H. Vertue. Guy's Hospital Reports [Guy's 
Hosp. Rep.] 99, 79-96, 1950. 4 refs. 


The emblem of Aesculapius (Ask/epios) is the single 
serpent coiled round a stick. The caduceus, or staff with 
two serpents (originally two ribbons) at the end, was 
the emblem of Hermes (Mercury), the messenger of the 
gods, one of whose functions was to conduct the spirits of 
the dead to the place of judgment in the underworld. 
The B.M.A., the R.A.M.C., and the A.M.A. have all 
adopted the true Aesculapian emblem as their own, 
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but the medical services of the R.A.F. and the U.S. 
Army bear that of Hermes. 

The origin of the serpent emblem lies in the serpent 
worship widespread in most ancient eras. It is fre- 
quently met with in Greek mythology and is a significant 
feature of many of the well-known tales of Medusa, 
Poseidon, Athena, Cecrops, Erichthonius, Corone, 
Erechtheus, and Apollo. Athena, daughter of Zeus, 
goddess of wisdom and “ life-begetter ’’, was (like Eve) 
the “ serpent-bride *’ and the serpent was always asso- 
ciated with the ritual of her worship. When the worship 
of Apollo was introduced into Greece, his shrine was 
placed in a valley known to the Pelasgians as Pytho and 
to the Greeks as Delphi. This was an ancient home of 
serpent worship and the rites of Apollo absorbed the old 
forms. 

Apollo was the father of Medicine, the friend of man, 
the patron of the arts, and the enemy of all ignorance and 
superstition. Athena, in the form of Coronis, bore him 
a child which was delivered by Caesarean section after 
she had been slain. This child was Aesculapius, who 
was placed in the care of Chiron, the wise centaur. The 
deification of Aesculapius was a comparatively late 
event, for in Homer he appears only as a wise physician 
and not as a god or a child of the gods. He was repre- 
sented as a bearded man of mature years with a massive 
head and a grave and benign cast of features. With 
him is the stick around which is coiled the serpent, and 
his daughter Hygeia, goddess of health, is also shown 
with a snake which she feeds from a dish. 

Epidaurus, the temple of Aesculapius, was the greatest 
sanctuary for the sick in the ancient world. It com- 
prised not only the temple and its shrines, but also 
hospitals, gardens, a theatre, a gymnasium, and a 
stadium. In the underground labyrinth of a circular 
building called the Tholis dwelt the sacred snakes, the 
symbol of the wisdom and power which Aesculapius had 
inherited from Athena and Apollo. 

F. N. L. Poynter 


1314. The Death of Socrates. A Historical and Experi- 
mental Study on the Actions of Coniine and Conium 
maculatum 

J.peE Boer. Archives Internationales de Pharmacodynamie 
et de Thérapie {Arch. int. Pharmacodyn.] 83, 473-490, 
Sept. 1, 1950. 7 figs., 9 refs. 


1315. History as the Basis of Medical Education 
D. Guturit. Medical Journal of Australia (Med. J. 
Aust.] 2, 429-431, Sept. 16, 1950. 


1316. Sir Thomas Browne’s Embryological Theory 

E. S. MERTON. Journal of the History of Medicine and 
Allied Sciences (J. Hist. Med.| 5, 416-421, Autumn, 1950. 
15 refs. 
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1317. English Domestic Medicine in the Eighteenth 
Century. 1. From the Letters of Josiah Wedgwood 

A. MEIKLEJOHN. Postgraduate Medical Journal [Post- 
grad. med. J.| 26, 541-543, Oct., 1950. 


1318. An Official Regulation against Quackery in the 
18th Century. (Ein behordlicher Erlass gegen Kur- 
pfuscherei aus dem 17. Jahrhundert) 

P. JUNG. Gesnerus [Gesnerus] 7, 69-73, 1950. 


1319. History of Medical Teaching in Italy 
A. Pazzint. Scientia Medica Italica (English edition) 
| Sci. med. ital. (Engl. ed.)\ 1, 364-380, 1950. 


1320. The History of the University of Michigan Medical 
School 

R. J. McMurray. University of Michigan Medical 
Bulletin (Univ. Mich. med. Bull.| 16, 243-256, Sept., 
1950. 6 figs. 


1321. Notes on Medical History of the Panama Cana} 
R. BE. Mircnece. New Orleans Medical and Surgical 
Journal (N. Orleans med. surg. J.| 103, 87-91, Aug., 1950. 


1322. On the History of Russian Neurology; Dr. D. I. 
Ivanov (1751-1821). (K oTeyecTBeHHO 
HeBponoruH, Jjokrop mennunHe J]. WH. 
1751-1821)) 

V. V. KupruaNnov. Hesponatonorva 
[Neuropat. Psikhiat.| 19, No. 5, 42-45, Sept.—Oct., 1950. 
1 ref. 


1323. Occupational Therapy 100 Years ago at the 
Eastern State Hospital of Virginia 

G. L. Jones. Occupational Therapy and Rehabilitation 
[Occup. Therap.| 29, 275-278, Oct., 1950. 3 refs. 


1324. Historic Delays in the Application of Knowledge 
about the Heart 

P. D. Waite. Journal of the Medical Association of the 
State of Alabama |J. med. Ass. Ala| 20, 65-75, Sept., 
1950. Bibliography. 


1325. The Origin and Evolution of Diagnostic Procedures 
with Reference to Diseases of the Heart and Circulation. 
VI. Roentgenography of the Heart and Great Vessels 

F. A. Wittius. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.) 25, 514—-517, Aug. 30, 
1950. 28 refs. 


1326. The History of Regional Enteritis. (Saunders— 
Abercombie—Crohn’s Ileitis.) [In English] 

H. I. Gotpstein. Schweizerische Medizinische Wochen- 
schrift (Schweiz. med. Wschr.| 80, 1035-1036, Sept. 23, 
1950. 14 refs. 


1327. Scotland’s Contribution to the Progress of Mid- 
wifery in the Early Eighteenth and Nineteenth Centuries 
R. W. JoHNsSTONE. Journal of Obstetrics and Gynaecology 
of the British Empire (J. Obstet. Gynaec. Brit. Emp.] 57, 
583-594, Aug., 1950. 16 refs. 


1328. A New Paracelsian Toxites (Michael Schiitz) 
Manuscript Written in 1577: ‘* On Open Wounds and 
Uleers’’. (Zu einer neugefundenen paracelsischen 
Handschrift von Toxites (Michael Schiitz) anno 1577: 
Von den offenen Schiden und Geschweren) 

J. STReBEL. Gesnerus [Gesnerus] 7, 50-58, 1950. tigs., 
2 refs. 


1329. The History of the Treatment of Surgical Con- 
ditions. (Zur Geschichte der Therapie chirurgischer 
Erkrankungen) 

L. SCHONBAUER. Wiener Medizinische Wochenschrift 
[Wien. med. Wschr.| 100, 608-611, Sept. 23, 1950. 


1330. The History of Acute Appendicitis 
H. KARN. New Zealand Medical Journal {(N.Z. med. J. 
49, 400-411, Aug., 1950. 24 refs. 


1331. Some Half Forgotten Chapters in the Development 
of Plastic Surgery 

S. L. Kocu. Plastic and Reconstructive Surgery Plast, 
reconstr. Surg.| 6, 97-106, Aug., 1950. & figs. 


1332. Vesalius. Psychological Side-lights. (Andreas 
Vesalius. Psychologische Streiflichter) 

G. ZitpoorG. Schweizerische Medizinische Wochen- 
schrift: (Schweiz. med. Wschr.| 80, 234-238, March 4, 
1950. 2 refs. 


It is pointed out that the historian of our time sees 
many derided and criticized traits of Paracelsus as a 
reaction or rebellion against the vested interests and 
intellectual sterility of the academic and bureaucratic 
medicine of the sixteenth century. The vehement and 
uncompromising language used by Paracelsus is that of 
a historical epoch and not of an individual with bad 
manners. That in Paracelsus which suggests psycho- 
pathy when regarded from a medical standpoint is for the 
historian a representative expression of the burning 
social protest and the contempt for established forms 
characterizing the intellectual revolt in the middie of the 
sixteenth century. From this point of view, the per- 
sonality of Vesalius is now examined. He appears to 
have been a schizoid individual. Vesalius natura 
tacturnus et melancholicus”’, wrote a contemporary. 
He had only superficial contact with the eminent men 
around him, took little interest in the problems of his 
time, and was no fighter, although he opposed Galen and 
his disciples. Even as a boy he had given evidence of 
anatomical and surgical interests. He was, further, the 
prisoner of his necrophilic and coprophilic compulsion. 

J. Littmann 
1333. Augustus Bozzi Granville: «a Medical Knight- 
Errant 
C. F. Mutretr. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.| 5, 251-268, Summer, 
1950. 18 refs. 


1334. Daniel Whistler and the English Disease. A 
Translation and Biographical Note 

G. T. SMERDON. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.) 5, 397-415, Autumn, 
1950. 8 refs. 
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